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To the Members of the Human Radiation Interagency Working Group: 

Secretary Hazel O'Leary, Department of Energy 
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Secretary Jesse Brown, Department of Veterans Affairs 

Director Alice Rivlin, Office of Management and Budget 
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On behalf of the Advisory Committee on Human Radiation Experiments, it is my 
privilege to transmit to you our Final Report. 

Since the Committee's first meeting in April 1994 we have been able to conduct an 
intensive inquiry into the history of government-sponsored human radiation experiments and 
intentional environmental releases of radiation that occurred between 1944 and 1974. We 
have studied the ethical standards of that time and of today and have developed a moral 

framework for evaluating these experiments. Finally, we have examined the extent to which 
current policies and practices appear to protect the rights and interests of today's human 
subjects. This report documents our findings and makes recommendations for your 
consideration. 

The committee listened to the testimony of more than 200 public witnesses who 
appeared before us. We are deeply grateful to all these witnesses, who overcame the 
obstacles of geography and emotions to assist us. 

Our work and this report would not have been possible without the extraordinary 
effort the President and you put forward to open the government's records to our inquiry and 
thus to the nation. We are especially pleased that, through our joint efforts, the American 
people now have access to the tens of thousands of documents that bear on this important 
history. 


None of our conclusions came easily. We endeavored, both as individuals and as 
a committee, to live up to the responsibility with which we were entrusted. This report 
represents the consensus of fair-minded people who gave the best they had to offer to their 
fellow citizens. 

We thank President Clinton for this opportunity and for his courage and leadership 
in appointing the Advisory Committee. 


Ruth R. Faden 

Chair, Advisory Committee 

on Human Radiation Experiments 
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Documents Pertaining to 
Agency Ethics Policies 


The Advisory Committee collected a large number of documents pertaining to the origins and 
development of the policies regarding human subjects research sponsored or performed by the U.S. 
government. We were able to draw upon previous scholarship on the laws, policies, and practices in the 
period from 1944 to 1974, but we also discovered a great deal of new information from federal records 
collections, some of which had been classified until recently. Although the entire body of information 
assembled by the Advisory Committee will be available at the National Archives, we felt that it would be 
worthwhile to publish as many of these new documents as possible to make them more readily accessible 
to scholars and the general public. 

The documents included in this chapter have been arranged in chronological order. We have also 
provided the citation for each document as it appears in the endnotes of our final report. All of the 
reprinted documents were cited within part I of the final report. Not all of the documents from part I are 
included in this chapter for two major reasons: (1) we were not able to obtain copyright permission for 
some documents that we received from nongovernmental institutions and individuals; and (2) some of the 
documents, through many generations of photocopying, are difficult to read and would be illegible in this 
format. As mentioned above, all of the documents will be available to the public in the Advisory 
Committee's materials stored at the National Archives. 
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Bureau of Medicine and Surgery, USN") (ACHRE No. DOD-0295-A). 12 

Department of the Army, Medical Department, "The Prevention of Communicable Diseases of Man- 
General" AR 40-210 (21 April 1925) (ACHRE No. DOD-062395-A). 14 

E. Moore, M.D., to Dr. A. N. Richards, excerpt of letter dated 6 October 1942 ("I have recently received 
an inquiry from Dr. Charles M. Carpenter of the University of Rochester School of Medicine who 
believes that he may be able to work out a human experiment on the chemical prophylaxis of gonorrhea." 
(ACHRE No. NARA 060794-A-1). 17 

A. N. Richards to J. E. Moore, 31 October 1942 ("Revision of Dr. Richards' letter of October 9, 1942") 
(ACHRE No. NARA-060794-A-1). 18 

'The Chief of the Bureau of Medicine and Surgery, to the Officer-in-Charge, Naval Laboratory Research 
Unit No. 1, University of California, Berkeley, California, 6 March 1943 ("Proposed Clinical Evaluation 
of Influenza Antiserum, and Messages Concerning Influenza Virus Specimens") (ACHRE No. DOD- 
062194-C-l). 19 

A. M. Brues, Director, Biology Division, to N. Hilberry, Associate Laboratory Director, 14 March 1947 
("Clinical Testing"). 21 

The Secretary of the Navy to All Ships and Stations, 7 April 1943 ("Unauthorized Medical 
Experimentation on Service Personnel") (ACHRE No. DOD-091494-A-2). 24 

American Medical Association, Judicial Council, "Supplementary Report of the Judicial Council," 

Journal of the American Medical Association 132 (1946): 1090. 25 

Stafford L. Warren, Chairman, Interim Medical Advisory Board, ("Report of the 23-24 January 1947 
Meeting of the Interim Medical Committee of the United States Atomic Energy Commission") (ACHRE 
No. NARA-010495-A). 33 

Stafford Warren, Chairman, Interim Medical Advisory Committee, to Carroll Wilson, General Manager, 
AEC, 30 January 1947 ("The opinion on Clinical Testing ...") (ACHRE No. DOE-051094-A-439). . 68 


John L. Burling, Deputy General Counsel's Office, AEC, to Edwin Huddleson, Jr., Deputy General 
Counsel, AEC, 7 March 1947 ("Clinical Testing") (ACHRE No. DOE-051094-A-468). 69 

Carroll L. Wilson, General Manager of the AEC, to Stafford Warren, the University of California, Los 
Angeles, 30 April 1947 ("This is to inform you that the Commission is going ahead with its plans") 
(ACHRE No. DOE-051094-A-439). 71 
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Robert J. Buettner, Assistant to Chairman, Interim Medical Advisory Committee, AEC, to B. M. 
Brundage, Chief, Medical Division, AEC, 12 May 1947 ("Transmitted herewith for your information.. 

.") (ACHRE No. DOE-051094-A-439). 73 

Medical chart of Cal-3, dated 18 July 1947 ("Elmer Allen chart") (ACHRE No. DOE-051094-A-615). 74 

J. C. Franklin, Manager, Oak Ridge Operations, to Carroll Wilson, General Manager, AEC, 26 September 
■ 1947 ("Medical Policy") (ACHRE No. DOE-113094-B-3).'. 77 

Unknown author to the Advisory Board on Biology and Medicine, 8 October 1947 ("It is the desire of the 
Medical Advisor’s Office... ") (ACHRE No. DOE 0151094-A-502). 80 

Atomic Energy Commission, Advisory Committee on Biology and Medicine, minutes of 11 October 1947 
(ACHRE No. DOE-072694-A-1). 89 

Lt. Col. Robert J. O'Connor, Chief Legal Officer, JAGD, to Col. Frank L. Baier, Army Medical Research 
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Carroll Wilson, General Manager, AEC, to Robert Stone, University of California, 5 November 1947 
("Your letter of September 18 regarding the declassification of biological and medical papers was read at 
the October 11 meeting of the Advisory Committee on Biology and Medicine.") (ACHRE No. DOE- 
052295-A-l). 93 

Carroll Wilson, General Manager, AEC, to Alan Gregg, Chairman of the AEC Advisory Committee for 
Biology and Medicine, 5 November 1947 ("I want to thank you for your letter of October 14 concerning 
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Holland, 19 July 1949 ("Revised Tentative Minutes of 13 March 1949 Meeting of the Subcommittee on 
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Human Applications of Committee of U.S. Atomic Energy Commission, AEC Building, Washington, 
DC") (ACHRE No. DOE-101194-A-13). 115 

Unknown author, draft, 29 March 1948 ("The Experimental Use of Radioactive Materials in Human 
Subjects at AEC Establishments") (ACHRE DOE-050194-A-267). 134 

C.J. Watson, M.D., Commission on Liver Disease, Army Epidemiological Board, to Colin MacLeod, 
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2). 136 
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Under Secretary of the Navy to the Secretary of Defense, 24 April 1950 ("Recommendation that the 
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Particularly pleading to a research ainded individual was the sp 
endorsement of the request for a research laboratory at the new Naval ‘ 
leal School prepared by CDR>C. S. Stephenson, HC, DSN.: 2 "No record has a eel 
found of an institution, anywhere, in the million dollar class which does 
not have a well organized program of research. Yet the Medical.Department 
of Che Navy spends over four Billion dollars a year for supplies and equip* 
Beat and has no functioning research program. | True, we have had sporadic ■ 
fits of research, but none .have fulfilled the meaning! of the word, and in 
Che main have died af nonsupport, lack of appreciation of the value of the ; 
research, or purely to carry out the habit apasn policy of rotating persoo- : 
nol. Compared with Industrial rasesrch as it is conducted by the great elc !* 
erical and chemical foundations, all medical research:is most haphazard, is-;, 
dividualistic, and, hence,.-not highly efficient". BUHSD needs many more i 
Stephensons1 ; 

Experimentation with human subjects, and the question of informed con- . 
sent was much in the medical’and lay press in 1974, but nine years before 
the Research Division was formed, such experimentation was agreed upon for ! 
physiological research with the submarine escape device; the "lung", and in ; 
deepsea diving activity conducted at the EDU at the Navy Yard, Washington, 
D.C. In 1932 BUHBJ wrote to -the SecNav, giving in detail the .protocol for 
the planned experiments and-requesting approval. 10 SecNav approved the re¬ 
quest for the work, with the 'understanding that all subjects should be in¬ 
formed volunteers; .that the detailed protocol be approved in advance, and 
that every precaution be taken to prevent accidents. It should be noted thv 
the*work was entirely supported by the Bureau of Construction and Repa* 
(BuC&R) but that. BUKED had at least one medical officer assigned with > 
prlate assistants, and that - there was an advisory committee with a BUM. 
representative an it, in the early days, CA?T E, W. Brown, MC, DSN. 

But permission for animal experimentation was not .so easy. The author 
will be forgivan, I crust, for augmenting Che formal history gleaned from 
the cold official letters and formal reports by adding a personal experience. 
We had been doing an extensive biochemical experiment on dogs breathing ox¬ 
ygen under pressure in the chamber at EDU, attended by air breaching medical 
personnel, and were quite well along when Irene Castle came to Washington 
and made an emotional plan before a committee of Congress to stop all ani- • 
mal expert, men ration in the U. S. This ancivivisectionist tirade frightened 
Che Chief, BuC&R, who ordered', our work discontinued. Knowing' that -the!month: 
of hard and dangerous work under high pressure were about to be lost, and 


Memorandum NC43/S-E(2S)C0/elh dated 9 December. 1939 to Chief, BUMED. 
Subject: Research laboratory : for the new NKS, signed by W„ Chambers and 
enclosing n statement by LT A- R. Behnke, Jr., HC, USN, • proponing the lab¬ 
oratory. 

10 BuMS.S letter-of 5 April 1932, S92C041) to SecNav via SuNav with CNO, . 
Subject: Hazards to personnel in physiological research with submarine 
"lung" and in deepsea diving at EDU. 


74 
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REPRODUCED at the HAT I oral archives 


COPT 


Letter from J. 2. Moore, H. B., to Hr. JL. H. Richards ’ October 6, 19h2 

I have recently received a latter or enquiry from Dr.. Charles M. Carpenter 
of the Uni varsity of Rochester School of Medicine who believes that ha nay be able to 
work out a human experiment on the chemical prophylaxis of gonorrhea. He has asked me 

to supply him with & statement that in my opinion such human experl mentation is desir*- 
able. I have in turn replied enquiring from hia as to whether ha wishes a statement 
from me on an entirely personal basis or in one of ay official capacities - as Chairman 
of the Subcommittee on Venereal Diseases, National Research Council, or as Special Con¬ 
sultant, U. S« Public Health Service. In either of the latter oases 2-have pointed out 
to Dr. Carpenter that I could not sake such a statement without the approval of higher 
authority. " 

May I ask you to supply ms with the attitude of the CossxLttee on Medical 
Research toward human experimentation in general, and toward the particular problem 
of human experiment in the chemical prophylaxis of gonorrhea. 


/RajAy of X. K« hi shards, Chairman, te Sr. J. X. Usors October 9, 151*2 

In your letter of October 6th you ask that I advise you of the attitude of 
the Committee on Medical Research toward human experimentation in general, and toward, 
the particular problem of human experiment on the chemical prophylaxis of gonorrhea. 

The Committee on Medical Research will hold its next meeting on October 2?th. 
1 shall present your question to them at that time. In tha meantime I have 
confidence that the Committee will support me in the statement that human experiments^ 
tion is not only desirable, but necessary in the study of many of the problems of 
war medicine’ which confront us. When any risks are involved, volunteers only should 
be utilized as subjects, and these only after the risks have been fully explained 
and after signed statements have been obtained which shall, prove that the volunteer . 
offered his services with full knowledge and that claims for damages will be waived* 

In accurate record should be kept of the terms in which tha rieks involved were 
described. 

In answer to the second part of your question which concerns this specific 
case, the Committee on Medical Research must rely on the judgment of the Responsible 
T nvestigator, supplemented by the judgment of the committee in whose field tha inves- 
Lgation is proceeding. 


16 . 227,M?D, ^ 


c^ V 
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fUrftOOUSSC AT TH£ NATIONAL ANCMIYCI 


^ , COPT 

V 

Revision of Sr. 2ich*rds' letter of October 9, 19li2) 

3ply of A. K. BLchards, Chairman, To Dr. J. E. Uoors October 31# 19lx2 

la your letter to ae of October 6 you' raised the question of the attitude 
f the Coamittee on Uadi cal Ha search toward human experimentation in general arid toward 
lie particular .problem of human experiment in the chemical prophylaxis of gonorrhea. 

Z gave you a tentative reply under date of October 9 and brought the matter before the . 
2£R at its meeting on October 29* 

The statement in the aecond paragraph of ay letter of the ninth referring 
to the general attitude was upheld* 

"Htmaa experimentation it not only desirable, but necessary 
in the study of many of the problems of war medicine which 
confronts ua. Whan any risks arc involved, volunteer* only 
should be utilised as subject*, and these only after the 
risks have been fully explained and after signed statements 
have been obtained -which shall prove that the -volunteer offer¬ 
ed his.services with fall knowledge and that claims for damages 
-will be waived. An accurate record should be kept of the taros 
in -which the risks involved were described." 

1 was instructed to recall the third paragraph of that letter and to offer 
in its place something to the following effect: 

Whenever human experiments *re planned as part of work oailed 
for in an OSJO contract recommended by OCR, the Commit-tee en 
- Medical Research should know in detail what they are. Fur¬ 
ther, it must be understood that legal responsibility far 
possible dsaages rests with the individual in charge of the 
experiments and the Institution for which he is agent. Ar¬ 
rangements can be made whereby both he and the Institution 
can be protected by insurance. 

Hoping that the above statements provide adequate answer to your questions, 

I am 


Haply of J. E. Moore, K. D., to Dr. A. N. Richards November 2, 191x2 

Thank you for your letter of October 31 outlining the attitude of the 
" -saittee on Medical Research toward human experimentation. I have forwarded a copy 
your letter to Doctors C. M. Carpenter of lb Chester, New York, and to Alfred Cohn 
‘ New York City, both of whom are interested in the possibility of human experfmen-». 
,-ation in gonorrhea, though neither have as yet an OSED contract for this purpose. 


a- 
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SECTION 3 - 3 
r DATE 


, NttU r«y° 


»«1*1 low 334 A11/P3-1. (430306)' (SC) 

XiQi 

c g T nwr m 

March 6, 1943 

. .* « . . %• 


rrmi 

To t 

•• m: 


Ttk I 


S«k>ct«_ 

Btfcuoai 


Kncleaurej 


Tha Chief of tha Barton of Kadldna and flvxrjary. 

Tba C^ririti>div-Oh*rc«> Vrral Lsboratcry B»e«»reh tbit Vo* 1, 
TJn±rai*±iy of Califemie, • Perfcaley, C*HTvrslM. 
lba* Bfcrtrict Mii»l .Cfflaar,, Tealftii bnl 
' and la-ral Op erating 'flute* San Trend too, Califbrdai'*.' 

Pzopow»d Clinical yraicatjqn of lAQnana* lzUtcn^, and 

(a) T<nar'ld^“4 : d«nKT 1K3. . 

(b) Tour latter of 22 I torwy 1943* SlslSf 

(4) Copy* of' * prefe r re d fcm of "railaaa#*. 


1« follming receipt of refarenea (a), the qaaetien of tha 

liability poaalhTy Incurred by th« g gr e rca ant and/or ita agent e In oarry* 
la* out the axperiaantal auric pc tpp awl ia JttS Etaearch Project It. X-1S2 
a*» refarrad to the ,*adae idrocata Oaa«r*l>» af£Loe ffcr'eacpreaaie* af 


opinion. 


2 . la aa icfaracl maoraodr*, X ta athisod that the trUtiaf 

release elan*a 1* dafldant In that, it dea* not atat* uhat it rtlMMtj 
that, raEptnUaaa of fora of rale ana executed, all par*onoal **piprf IB 
tha taats ara anbjact to action. 1 a «**e aagllfanetc can ba eetabliabedj 
tad that fra oh axpaxiaantation nan ally lead* to tha esaaheaat of apodal 
1*delation for tba raliaf of any paraon inrolTed. 


3. Fnrtharj tha orldanca arullable anggeato that wither tha 

glycol* nor ultnrriclat radiation uLH aarra to Halt tha corasadoatian 
of inCLnanaa fro* indtridcal to Indirtrinal j and that thafr ability to 
ateriliae apecaa la op an to qnoatla*. 

4* In -ilae of tha foregoing, the Bureau cannot authori** tba 

axperi—atal exposure of hi*an subject* to inflneaxa Tim. 

5. Xt ia noted fro* reference (b) that you inquire ubethvr it 

etreld ba faaaibla to eand saasagas to cartel n lnrertLgatcre abroad fro* 
ufa*a you could probably reoalra atd.ta.bla apad*an* foe- aubjact exp e r i¬ 
me n t * tioa. In y±mw of tba action of tba Bureau on tba aabjeeV-requemt 
la rafaranea (a) no anti on util ba take* a* rafaranea (b). 


19 




J. ,.| | . 


t a I III! **'♦. I *MA *•« /• 




1 


Kirch 6, 1943 


PREFERRED FCRR OF REIZ1SS 


»X, , of the State Penal Institution, 

San QuantI n, h jJ 7>wi^g~~ri««irrma of partied pa tint la tin experiment 

to be undertaken bj the Halted State* Naval Reserre Laboratory Research 
Unit Vo. 1 far the evaluation of influenaa antiserum, do hereby certify 
as fall errs i 

"That I bn.ro had explained to as the general purpose and scope of 
the aontonplnted experiment the HftTal Laboratory Research Unit Ko. 1 
intends to cake and fer which .1 aa volunteering. X appreciate the fact 
that there are certain phases' of./this e x p eri ment which for good-and 
sufficient reason cannot be disclosed to me in detail. 

"I hare had explained to m that there Is a certain haaard lnrolred 
1& the procedure and that it is possible tbat X might beoome sick and. 

In a remote ease, death si ght result. 

“Having had all of these facts explained to aw and being fully 
cognlaant of .the fact and circumstances InrelTwd and doting freely 
and Toluntarlly without any coercion on the part of any person wha»- 
sorrar, I da barsby ocoaent to the administration of any seres: or Tirus 
by inhalation or Injection into me that the Haral Research Laboratory* 

■ay desire aid the Jperfarsance upon «y body of such experiments as they 
in their opinion may decide to be of advantage in promoting the research 
■work they are doing. 

"I barsby resise, release and forever discharge, the State of 
California, the individual agencies thereof, the United States of America, 
its various subdivisions and the individual agenoies, officers or other 
persons conducting the above experiments or in aiy manner oocnoated 
therew i th, free any and all vernier of suits, actions or causes of action, 
claims or demands whatsoever which I or my heirs, executors, administrators 
or assigns aay at arty time have by reason of said experiments or of any 
results thereof of any kind whatsoever. 

*In Witness Where of I have hereunto subscribed my a**»vthii 
•day of 1943 i 


In ths Presence of 


Signaturs.” 
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MAR 1 ^ 19-/ [si h 

lr. H« Bilberry 


&i)V 

'1 il * *» , a....... • 

Dr. A* U. SruBB 


f-Vf. 


lUrch 14, 1947 
Associate Laboratory Director 

Director, Biology Division 


Clinical Testing. 

.. I have received, aa a Maher of the Intsrin Xedinal Advisory Committee, 
a letter from Stafford L. TTarren who is chairman of this ooeaiittee, regarding 
clinical testing. Ha states. 


"At present olinicol testing programs have been authorised as a 
- : "'~"part of the University of California at Berkeley and the University of 
Bochester contract* only. In the Interim period......It la requested 

that no other clinical testing be performed by other contractors than 
has been already authorised. 



•This nemo refers only to work done under the auspices of, at the 
expense of, or with equipment furnished by and under the responsibility 
of the Ataaio Energy Commission (and not) .... ..by a doctor upon hie own 
and his unversity'e responsibility and at costs not reimbursable by or 
not having any connection with the Atomic Energy Commission work". 


■ ,{. 1 am not certain what relation this has to the use of arsenic^, which 

Sr.' Jacobson and Dr. Heal have been preparing through Argenne and are using at 
Billings Hospital in tracer amounts. I have been assuming that this is part of 
'iprovcd. program of this Laboratory and that the responsibility "for" tho'_ 

,ta .was clearly in the hands of the university of Chicago, which Sr. Jacobson 


5 as suras me 


s atisf ied with the‘program"at Billings." 


In the first place, the university of Chicago has been engaged in work 
fusing aaaaa subjects and ralated to ths work of the Saahattan Project. Aa refer- 
in this regard, I can cite report Ho. CH-3607, which was 4a classified ea ths 
Slaat day of 1946, entitled "Distribution end Excretion of Plutonium in two Bums 
Subjects n . In the second place, this work ia part of the program of the laboratory 
"aa 'submitted at the meeting of the Kedical Advisory Board January 24, 1947, under 
three of the ten items on this program, namely, (1) Effects of Irradiation on 
.Structure and Functions of the Blood, (2) Response to Different Typos of Radiations 
'of 7arloua organs end Tissues including Tumors, and (3) Absorption, Disposition 
. end Elimination of Radioactive Elements fro?, the Body. 

'•"i" * 

The purpose of this work falls under these categories of our program, and 
• It seems to me fortunate that we can parallel our animal observations In humans 
through the experience and clinical contact of Dr. Jaeobaan. This work will ob¬ 
viously give us information bearing on the extrapolation of nnimwl work to the human 
which ia most justifiable in the case of this short-lived isotope, which we have 
good reason to believe may be of aatual value to these patients. - 


I wonder if representations could not he made indicating that this work is 
an important and consistent part of cur program at Argonne and also that the Argonne 
has included olinioal research in its program for same tine past. 


AXBiha 


oet ^Reading File^) 
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Austin H. 3rues, MU, 


REPROOUCEO A? 1ME NATtOWAt ARCHIVES 






-Sr. Xalv*r J. SlUi&Bs 


3Bosr=7 2Z 


Carroll L. ullaoa 

tfedical research Program o • _ -347 


Attaches. ora copies a. linear ns tad April ?, I3-*7 
. from '.arwtt.to a*, and * lettar snood April SO. 12*7 ircn n* 

00 Sr. srna, relating to one neaieal re a oarer. pro gran. 2i« 
tuh^asu cow red in tae looters vers discussed wind Sr. Taadsn Sulcic 
ca die recent trip to 5a*nl2£tsn* You -sill note la the csird p*ra- 
M-graph at ay letter to Sr. barren taat taa,Cocsnieaion. hu approved 
f.la principle that research per aacral -working oa aedlcal research, 
^projects at the Ccscissica should be given, as opportunity to da-rota 
part oi' their tine to pursuing research ca taeir own initiative. 

! under certain apeciried. ccnd.iti.ans, "Shila sy letter to Sr. Tiarran 
specifies that such researcn ssay be an .roved up to -bres.tr percent 
©IT the tine or the researen personnel engaged on such nodical 
'' projects, discussions with the Saciscn »y&ra Area and —a 
vjUnivcrsiiy at doth eater have Indian ted that la soaa cases, at - 
least, it nay ha more practicable to cesputa twenty pe rcen t oa a 
^■bud^etary rather , than a tics basis* . 

;-iX. have: already riven tno Area Harsher, -saalscn *-«ore 
SArea, an authorisation to .tahe-tae—aotica ccateaplated by " ' 

nperrsrspn three at sy letter to. Sr. narren, ass to use aitnar - 
^sd.budgsvary or a. t±aa basis £0 r soaputiag the twenty percent,‘in' ' - 
■’»tne - case or those aedlcal research. ccatraeta supervised 57 his 
■ 'of-ice. It is reenacted that ycu tsj-ra the neeeas&ry step* to 
' huthcrise other Area liona^ers, -who supervise ether nedinal 
’research rejects carried on by -universities £zr the Cc=iJ3ion, 
to tnks ccsparablc action. 


- Attachscnts 

*j ana tad 



1 



Carroll L. '511acn 


JUy S, 13*7 


Stria S. Huddlucu, Jr, 

xzxeix. eesexrch psocsluj 


;'.S»oomaMnd sigss.'tarw tfUrntd aaaiormadtta — ir, TU.ltnr 

. ■.->*> .. ■ ‘ ■" 

minus. 


Zr.rla*ura: 
"■As rt«tad. 
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REPRODUCED AT THE NATtOMAI. ARCHIVES 

. . 

OFFICE OF 1SS SECHETAHI 


Froa: The Secretary of the '.iorrj-. 

i C * ,A * — • - u uTlC wv^t^CHw# 


0pl3C-jc 
Serial 67913 
April 7, 15U3 


Cubject: DILILTiiOr: JZ li XXI JAl 

*• .* ..r v.» 

j.m.i r.<.w'^< ii« 



1. It_has been, noted with concern instances in which service personnel 
have bees subjected experimental procedures involving potent ssdie*- 
tion and often hazard to health, or efficiency, tha Investigations in 
question being conducted by civilian physiologists, civilian, physic i a n* > 
or indivi d ua l radical officers who may or nay not be aware of all con¬ 
siderations pertaining to such investigation. 

2. ‘Txpariniental studies of radical nature upon service personnel are 
hereb;- forbiddea/wnen°£he experimental design in each case has been 
duly submitted to the Bureau of Medicine and Surgery, fear consideration 
and recommendation, and to the Secretary of tha Navy via the Chief of 
Naval Personnel, the Cqnzaandant, Karine Corps, and the Commandant, 

U. S. Coast Guard for final approval. 


F3A2K 


April lii, l?li3 


v* n. z •« 


SiiOlAV 
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as. the headcuarters sc:uld be in the Ameri¬ 
can. Medical Association o-—c 'hi ho 

should be stationed there. 


In a recent conference with Janes Panllin 
he informed me that the Kcuse of Delegates had 
approved the employment of assistants for carry¬ 
ing on the work of the Committee. 

Dr. lull stated that Dr. Etrtz was expected at this 


meeting c: the Executive Ccmni zziz, but that the railroad 




aka prevented nus coming. 


The Executive Committee, cn notion duly seconded and. 


carried, voted to refer Dr. Berta's letter to the full Board 
and to ask Dr. Bortz to attend me of the meetings of the 
Board during the San Francisco Session. 

INVITATION TO ASSOCIATION " APPOINT REPRESENTATIVES. 
Request from War Department fer representative to C-c to 
Suroue to Sit on- Invest Isa ting remission; . Dr. Lull re¬ 
ported than the Secretary of War aad received a cable asking 
him to send representatives to meet with representatives from, 
the allied nations to take certain actions cn the human ex¬ 
periments than 7/ere carried on mere. These experiments 
have. been condemned as morally ensouhd by the nations then- 
selves and they want them condensed scientifically. The 
Surgeon General was consulted by the Secretary of War, who 
stated that they would like to cave a representative of the 
American Helical Association appointed. They telephoned to 


Dr. Lull for the name of a re 
to Dr. Sensenich. They agree 
act as the representative of 
The Executive Committee ■ 

n. ^ r 1 '***+?• 7T~. r* ■ 


entative and he telephoned 
Dr. Ivy, who is willing to 
Association at the conference 
i, on motion duly seconded 
cement of Dr. Ivy mo rears— 
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sc.;- the aiisritfan. ■.-.■s-^v.I^. cic.-' t.-. :•• 

sentatives iron the alli=i nations at the conference 
to dc with, hunan experiments. 
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. REPOSE. Of >?- A., C, IV? OH\ WAR-CRISES .IH which doct: 
VjEHZ INVOLVED (a. 19=) : .Dr. A. ,.C. Ivy, : who was selected 
tts Board. In accordance with a request Xrcn the Office c: 
Surgeon General of .the Arny- to..neet ..wi th representatives 
France^ and. England to nake a survey of. the war. crimes of 
cedi cal. nature. in rhich Gernen physicians were involved, 
a brief report.- He stared that the nesting had a two-fc' 
purpose: (1) •. ?c role a study of the war crines and (2) t 
gather- records all crines in which' doctors were invol 

•I • • • • • t. 

so that -the nedacal and scientific world would he object: 
inf erned. as to what sene of-the Nazi physicians. and scie: 
tisus did. The survey, was proposed with the idea of (1). 
ihg a study shewing why these doctors disregarded radical 
ethics and (2) pr = renting these facts in hook fern in whn 
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shs.ll be inc:rtcrated a code of ethical rules for exps: 

tation on h"~- beings with the idea that sometime. in. ’ 

• . • . 

future- when toe international code is being developed ■ 
lawyers nay ossire to say sonet hin g regarding this mar 
hunan .experimentation.* 

It was id; coved ] seconded and carried that Dr. : 

asked "to'turn over to the Secretary and General Manage: 

the Association an" abstract 'or digest of the scienaifi: 

dence regarding brutal human experimentation. in German; 

♦ 

ing the war for transmission to the Judicial Council — 
• ■ • • ** •* • * , 

request "that it cake a report as to the manner in whin 

experiments -re infringements of medical ethics and th 

make a "report for submission to the House cf Delegates 


inen- 

ite 

ita 

:ar of 

Ivy be 
: of 
: evi- 

T dur- 
Lth the 
o these 
-t it 
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REPORT OF DR. A. C. 1VZ GN WAR CRIMES : 
-P/OLVED dp. S)r Tiie Secretary of the i 
r. A. C. Ivy had se: vrith the Executive 
: and had sade a report on the survey tt: 
■Hives of Francs and England nade of t: 

- a. ** y* p** n •*•*’ ** «« ^* r-^ c 


nniv.ii DovaOaS 

rd reported 
dnnittee in 
:h he and rep- 
var crin’es of. 
2 involved; 


cn 



-.12.- -the Executive Ccmittae requested Dr 
i; the Secretary and General Manager of “ 
aistract or digest of the scientific evil 
developed in the survey nude of war crire 
112 Gernans during the war, and voted the 
rimed over to the Judicial Council with 
zu>e a report as to the nanner in which i 
ere infringements of medical ethics and i 
::r submission to the House of Delegates. 

Dr. Lull stated that he had received 
arc had forwarded it-to the Chairman of t 

The Board, on motion duly seconded a 
to approve the action of the Executive Co. 
z report from Dr-. .Ivy and in instructing' 
-ver to the Judicial Council, for report. •_ 


. Ivy to turn over 
he Association an 
.ar.ee which had been 
a on the part of 
i this report be 
ire request that it 
rase experiments 
hat it make a report 


Dr. Ivy*s report 
ha Judicial Council, 
rd carried, voted 
zrittee in requesting 
chat it be turned • 
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In regard to the question of Dr. Ivai's report, thsr 
was sent to the Judicial Council as a very private, confidential 
report and It vas not on the assnda of our neeting on Saturday,. ; 

but is on the agenda of our meeting this afternoon and the 
reconnendations vlll be reported ton-arrow and it night be vise- 
to report that recocaendation before the Executive Session, 
that ve are having. 

THE SPZAK2B.: The report of the Judicial Council then 
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1 , 


Report of the 23-24 January 1947 Heat 

Interin, Medical Coaeitt.ee of the 
United States Atomic Energy Commission 


CC' S *—- — - 


"" <»-£•>) * 
iA.. 


. Review and Scope of the Medical Research Program. 

A. Since the inception of the Atomic Bomb Project, an expanding 
research program aimed at the diagnosis and control of hazards peculiar 
to the development of atomic energy has been in effect. These hazards 
include those injurious effects produced through accidental external 
body exposure to radiations emitted by various radioactive materials 
during the experimental or processing operations, as well as the chemical 
toxicity or localized radiation from such materials deposited within the 
body. 


Considerable preliminary or pilot experimental and clinical 
information has been obtained by this research program during the last 
three years. Of necessity, many fields were completely neglected. The 
injurious effects following single exposures to large amounts of radia¬ 
tion have been determined experimentally; seme of the changes following 
prolonged chronic radiation exposure have been surveyed; the biological 
effects which follow the introduction of various toxic and radioactive 
materials into the body have been partially demonstrated. Such pilot 
studies have been useful in the estimation of maximum allowable exposure 
levels of radiation or toxic materials to which personnel can be safely 
exposed for a period of tins, and the control of such hazards by the 
prevention of such exposures. Such standards were designed for war time 
expediency and are not necessarily applicable to peace time. 


While the above information has been extremely useful in this 
work, it immediately becomes obvious that many critical problems of far 
reaching scope remain to be solved. Information concerning the method 
of production of these injurious effects in body tissues is almost com¬ 
pletely lacking. No methods are available which might stop or delay the 
development of radiation injuries. No therapeutic measures are at hand 
to use following accidental injury due to radiation or radioactive 
materials. Such problems relate to the fundamental nature of living 
matter and demand the careful and continued attention of competently 
trained scientists. 

B., The following list indicates briefly the survey of the general 
studies on radiation effects. 

The known radiations encountered in nuclear fission, as well as 
those encountered from naturally radioactive substances divide them¬ 
selves into the following types: alpha rays, beta rays, ganma rays and 
neutrons. T he li terature on the biologic al effects of x-ra ys_a nd' ga mma __ 
rays is ygfiJmSpLis and a good deal of background information was obtained 
from this source. On the other hand, very little had been written about 
the biological effects of alpha rays, beta rays and neut rons . It became 
necessary, therefore, to initiate studies to cope with the - unique and 
pressing problems as rapidly as possible. 
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The report of the Jtedical Advisory Committee to the Director of 
the Medical Division of Manhattan Sisineer District of September 9 , 19 h 6 
containad the follow ing sunnary of the problems and the methods of ap¬ 
proach being used up to the present. 

1 . 'v^he Physical Measurement of Eadlation of Various Type ai Here 
It vas and a& Xl ~ l Is nem/ Bsary to develop oetter a sthods • o f-g'ccuratel y 
measuring and standar dising the d osage of radianion in two vitally Impor¬ 
tant areas Cl) the measurement of the extant of_ any radiation which might 7 
be found in an industrial area and 12) in the b ioLoglcalTizpeflmon.tattoii. 


2 . Tha Biologic Effects of Radiation. Because of the known dele¬ 
terious effect of radiation on the animal organism, it becomes necessary 
_to d etermine the effect of controlled dosages of the various types of 
r adiation on various eninai and plant species, including garine Life.^ 

Such nhHBrffntionfl mn ho uaad in the can-ET-a L of paftflihla tena n nrpnanrR 

and_have practical use in medico-legal problems arising from contamination 
by ef fluents. ~ " 

Some of the types of biological effects it is possible to study 
are given below. Only pilot studies have been dene on most of these effects. 


s 

V 4 


a. The survival time or percentage reduction in normal life 
span of different animal end plant species following s given dose. 

b. The genetic effects of radiation as manifested in the de¬ 
velopment of abnormal individuals from changes in the heredity mechanism. 

c. Eistopathblogical changes as demonstrated by abnormal changes 
in the makeup of the various body tissues. 

d. Physiological changes produced by the alteration of the nor¬ 
mal functioning of living tissues following Irradiation. 

e. Biochemical and enzymatic disturbances which are the potan- ■ 
■tiai sources of these physiological abncrnalties. 



3 . Methods for the Detection of Minimal Radiation Damage are being 
developed directly from experiments, of the above types and are applied to 
the study of the human individual. These include studies on: 


v*y 


a* Biochemical and eas^Eatic changes vhich nay be detected and 

which, if measurable, can be corrected before irreversible damage has taken 
place. Sramples of such changes would be effects on the metabolism of copro- 
norphyrias, excretion of abnormal substances in the urine, and the like.__ 



b. It has been known that radiation denreReae tha funrstion of 
the hematopoiet ic g3gj^n-4fro3B-masgau» Ivmoh nodes. etc. ) and detailed study 
is indicated to detect early changes under controlled dose radiation with all 


blood elementa under continuous observation. 
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c. Tbs production, of anatomical changes such aa epilation, 
akin erythema, and alterations in the integrity of the akin and the like, 
must likeviae be studied under controlled dosage. 


k. Methods for the Prevention of Eadiation Injuries. Thaee in¬ 
clude: 


a. Method* of physical detection of external radiation by tbs 
development of sensitive direct reading instruments capable of the detec¬ 
tion of amounts of radiation wall below those necessary for demonstrable 
injury to the aninal or human subjects. 


b. Methods for the determination of harmful amounts of radio¬ 
active duata and gaaas in air, in water and in'body tissues. Many radio¬ 
active materials are deposited in the body, like radium, and in such loca¬ 
tions produce injury to tissue, particularly the bone narrow.! MsfEodi 
based on the determination of dangerous amounts of these substances b y ex- / 
arnination o f the excreta and direct ceasurementa of the body itself a re I 
'first developed in animals and then applied to human beings . _1 _—’ 

5 . Protective Measures. Studies on ( 1 ) the efficiency of shield¬ 
ing against radioactive materials (2) the efficiency of exhaust and ventil¬ 
ating systems against dangerous amounts of dusts (3) the development of pro¬ 
tective clothing and devices and (b) the development of remote control pro¬ 
cessing methods have been extremely important in the Manhattan District pro¬ 
tection program to date and will continue to be fundamental to the develop¬ 
ment of a safe atomic power program. 

6 . The possible treatment of radiation injury deserves extensive 
study with high priority. Sxplrtmsirtalr FepiacdT&est^of the damaged hemato¬ 
poietic elements destroyed by severe radiation exposure offers one poaaibil-' 
ity. Detection and neutralization of hypothetical but unknown toxic sub¬ 
stances produced by radiation is another possibility. This difficult and 
fundamental problem ds 3 orvas consistent and detailed study. 

dll the above studies are of necessity don9 with alpha, beta and 
gamma rays and neutrons of varying intensity, singly and in various comb in?;- 
ticca. Also, the effects of acute and chronic exposure mu st-be determined 
separately bscause of their dissimilarity. 


C. The following list indicates briefly the study of the hazards due 
to special materials. For brevity, it is -preferable to discuss the potential 
toxicity of special materials by first indicating the types of stndiaa to be 
carried out, and then by Hating those materials on which studies have been 
made or on which studies are necessary. 


1 . First, an actual determination of the toxicity of a substance 
must be mads, measuring how poisonous it is, both in acute and in chronic 
\. exposures. Th.9 _anounts administered are decreased until asymptomatic levels 
are fou nds In this way, toxic levels msy-be~Evafde'd - Ih“Iaboratcry and plant 
‘ /} environments „ Same -p ilot work in thl3 d irection has been completed for a few 
comnouads_of_uranlim. nlutcnium aad~certa'iaT'specia.l ailsT ~ 
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a. The mode of entrance into the body (ingestion, i nha l a tion 
jT akin absorption) must be studied as different manifestations and degrees 
. of tonicity nay be produced by each route employed. Storag e in ar.d excre- 
tion from the body m u3t be studied in ch ronic experiments at various levels 
ofexodsurer 


b. A careful analysis must be made as to the character of 
the biological changes; specifically, production of physiological, histo- 
pathological and biochemical and genetic evidences of damage. Sene prog- 

• res3 has been made here. _-—-" 



c. The nature of these injuries and the mechanism by which 
they occur mast likewise be studied. This affords information as to the 
necessary protective measures, and indicated therapy after exposure. Very 
little has been attempted here except in one or two instances. 


2 . Preventative measures require study. 


a. The comparative effectiveness of physical methods for 
the removal of hazardous dusts; namely, the reduction in skin contact and 
prevention of ingestion, must be measured. Hothods for accurate estima¬ 
tion of such hazards must be developed and used. The efficiency of certain 
protective chemicals, ointments, etc., must be studied. Only pilot studies 
have been, done here. 

b. Protective devices such as portable respirators and 
clothing must be tested for those hazardous substances against which they 
will be used. So practical mask, military or otherwise, which will protect 
against some of the worst hazards has been found yet. 


c. Finally, appropriate investigation must be made of those 
therapeutic measures to be used in the treatment of both acute and chronic 
toxicity states. 




Completion of the various phases of the program, outlined above 
would pro^xHe complete information as to those medical aspacts which must be 
taken into account in the protection of the worker, as well as treatment of 
injury should it occur. The following is a nearly complete list of the 
substances on which studies of this type are necessary: 

a. Uranium and its compounds. 

(1) Uranium metal and it3 chemical compounds: oxide?., 


nitrate, chlorides, bromide, tetra and hexafluoride, sodium and ammonium 
diuranates. Seme pilot studies have been completed. 


( 2 ) Uranium chain of heavy metals: 

Uranium X~ 

Uranium l 2 

Pnriium 

Polonium 


Helativeiy little has been acc ompli shed here. 


- 4 - 
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(3) Fisa ion products of cleavage of TJ-235 and plutonium. 

Tory meagre pilot atudiaa have been done here. 

(4) Artificial isotopes of uranium - 232 , 23^, etc. Almost 
nothing has "been done hers. 

h. Thorium, and its chain, almost unknown. 

c. Plutonium - aama pilot work. 

d. Special eccessory materials - pilot work only. 

(1) Fluorocarbons 

i 

(2) Fluorine 

(3) Beryllium 

[k) Others 

D. Production. Hazards. The results of the laboratory studies made on 
the, materials discussed above ars applied to the prevention and control of 
industrial hazards which arise in the large manufacturing areas where these 
materia la are used in large amounts. These are illustrated hy the following: 

1. In. the Sleetrcaagnatic and Diffusion Methods for the isolation 
of uranium 235, the major hazards are from the uranium compounds, the con¬ 
centration of uranium. XI and X2, and the special accessory materials and by¬ 
products formed in the process of manufacture. 

2. In the graphite pile where plutonium (23 9) is produced on a 
large scale, the hazards are from the alpha, beta dn gamma rays, neutrons, 
the plutonium metal and its compounds, the various radioactive fission pro¬ 
ducts resulting from the pile operation. 

(ID The c hemical isolation of/noIonium fo llowing its formation in 
the pile incorporates hazards from alphaTsdietioa following absorption into 
the body. 

h. Chemical purification process in making uranium astal results in 
hazards from, alpha, beta and garraa radiation and the chemical toxicity of tha 
uranium cf other products used. 

5. Study of'the medical aspects cf plant programs aside from the de¬ 
termination cf the effect of radiation, and chemical toxicity, include addi¬ 
tional information obtained from plant investigations as from: 

a. Clinical survey of ail exposed personnel. 

b. Monitoring of hazards by special instruments and methods. 

- 5 - 
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c. Surveys of new types of graphite piles and production 

equipment* 

E. Hazards of Atomic Catastrophe in Production Areas. 

1 . Immediate effects; 

a. Radiation. The radiation occurring at the time of the 
explosion coupled with blast and heat causes biological effects which 
may differ from those occurring following other acute known effects from, 
gamma and neutron radiation, and demand study. Some pilot work and 
observation of the Japanese indicate that this nay be 30. 

b. Blast. The total blast energy of atomic explosion is 
very great and may have totally different types of shock waves, recoil 
waves from ordinary explosives and unicue biological effects may be pro¬ 
duced. Some pilot work has been done. 

c. Actinic Radiation. Th» intense bums from actinic 
type of radiation have not been studied. This also includes the combi¬ 
nation effect of all three items in this group: blast, radiation and 
heat. 


2 . Delayed Effects. 


a. Protective devices. Study of methods of protection 
against the radioactivity deposited at the time of b last. 


b. Decontamination. Methods of decontamination of soil and 
the like must be worked out for cleaning up active areas. Some experience 
is available on this from Hew Mexico and the ships from 3 ikiai which is 
applicable. 


c. Investigative -equipment. Special equipment must be 
developed and tested for use in investigating bcmb'ed areas. 

d. Study of casualty effects. Field study of fission clouds. 


possible injury-to water supply, soil and the like, human damage by popu- 



e. Study of treatment of all Immediate effects such as ■ 
diation, heat and blast. 


F. Preparation of pertinent information in proper fora for use by 
catastrophe units-in production areas. 

II. Current Medical Research Program. 

A. To permit continuity, it is recommenced the current program be 
continued during 1917-19 AS. The current program is reviewed by topi us 
under tha fcliovdng list of the participating organizations; 

Argcnne National Laboratory 
University of Rochester 
University of California at Berkeley 
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Columbia University 
University of Washington 
Monsanto Chemical Co. (Clinton Lab) USEES 
Monsanto Chemical Co. (Dayton) 

Los Alamos 

Western Esserve University 
University of California at Los Angeles 
University of Tsnneesee 
University of Virginia 

Broofchaven and other future laboratories are not included. 


B. Future expansion of the msdical and biological research program on 
a long term contract basis (5 years or more) is necessary in order to secure 
information of a more fundamental character which is necessary in order to 
ccpa with the special hazards of atomic energy development. • Also it is im¬ 
perative to open new fields of application for the products of atomic energy 
in biology and. medicine. The Committee feels that suoh expansion can best 
be planned and put into effect after the establishment of a Medical-Biological 
Division. (See Appendix A). After the Eegional Laboratories are wall organ¬ 
ized, the ob vious us efulness of isotopes in a vide application tnJ b^LT hag k;w-l 
research will offerers' juny— b rs ti endoua opportunities that developments in this 
field are assured. 



.N. v ' 


4 s 0 


C. Specific Projects: (in brief, topical outline) 

1 . Argome National Laboratory - Dr. Austin M. Ernes, Director. 



a. The physiological picture of animals exposed to acute end 
chronic irradiation. 


b. The effects of irradiation on the structure functions 
the blood and on theJiega ' co- i o g iga-L. defenses against infectjnn^. 



c. The acute toxic effects of external radiation and absorbed 
radioactive substances: their mechanism of injury; prevention of possible 
damage and treatment cf already injured individuals. 


d. The abnormal responses cf blood cells, cultured tissue nells 
and single celled organisms to various types of radisticn. 

9 . The chronic effects of radiation and radioactive materials 

in animals. 


f. The mode of action of radiation in the production cf cancer. 

g. The response to different types of radiation of the various 
organs and tisanes, including tumors. 


h. Studies on tbs chemical effects of radiation which are funda¬ 
mental to its biological response. 
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ftlj The absorption, deposition and elimination of radioactive 
elements frctr s the 'body. 

J. The design and standardization of instruments to carry out 
the foregoing. 

2. varsity of BochasterX Dr. Andrew H. Dowdy, Director. 


a. Badiationr 


Lology Section: 


(1) Xnatnrmant design, measurement standardization, in¬ 
dustrial monitoring. 

^2) Biological effs et- of ( q gacgg ?rmnimta of polonium , radium 
nTid rrranji™ Vnnwan. an d a ri ' ,Tr, * , l subject s. Appfication of tracer exparimants 
to serve other parts of the projeat. 

(3) Physiological effects of exposure to acute and chronic 
radiation including the .radio-isotopee; search for therapeutic methods of 
value. 

(h) Development of possible chemical techniques or methods 
of detection of radiation damage, and the mechanism by which such effecta are 
. produced. 

{5} By means of apectroscoplo methods, to study the distri¬ 
bution of uranium and other heavy metals of Importance In animal tissue; a 
search for possible clues as to tbe method of bony deposition of radioactive 
materials. 

(6) Study of the time intensity factor in radiation, and 
development of methods of producing instantaneous exposure to radiation (A 
bomb effect). 

^v 

Study of the metabolism of plutonium, polonium, radium, 
etc., in hum an sm^rcts 7 --- ~-* ~ - 

b. Pharmacology: 

(1) Study of the inhalation toxicity of various ursniufc. ; 
beryllium and thorium compounds. Studies in the mecbsnism of production of 
Inhalation, .toxicity. 

(2) By chemical techniques, studies of the mechanism of 
uranium fixation in bones, uranium complex formation, methods of excretion of 
uranium. 

(3) Acute toxicity effects of uranium, beryllium and fchor }“<v 
compounds by ingestion. 

{h) Pathological effects of uranium, beryllium and thorium 
poisoning, and mechanism by which produced. 
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• (5) Physiological effects cf uranium, beryllium and 
thorium poisoning. 

(6) Special toxLcity studies. 

(7) Certification of respiratory protective devices, 

c. Experimental Surgery. 

(1) Clinical, hematological and pathological effects of 
acute lethal radiation. 

^(2 ^ Methods of bone marrow transplantation. 

(3) Studies in bone marrow reserve and radiation effect. 


duction. 


tion. 


(4) Tissue culture studies related to bone marrow pro- 


5j Effect of folic acid and rutin on narrow regenera- 


(^( 6 )^ Studies of metabolism of iodine by thyroid, 

d. Experimental Hematology. 

(1) Comparative study of blood histamine after radiation 


and hematological effects in cells. 


a tion. 


(2) Studies of life cycle of blood platelets. 

(3) Studies on life cycle of leukocytes. 

(4) Studies on marrow reserves after radiation. 

(5) Evaluation of coagulation defects following irradi- 


( 6 ) Techniques for early, detection of hematological 
changes resulting frcm ionizing radiation. 

e. Genetics. 


(1) Continuation of studies of effect of chronic radiation 


on mace. 


(2) Continuation of studies on effect of acute and chronic 
radiation (x-ray) on D rosophilia. 


(3) Histogenetics. 


- 9 - 
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f. Training personnel in all above sections 


' ' 3. University of California at Berkeley. 

a. Dr. Joseph. Eecilton’s program. 

(1) Metabolism of fission products, radium, actinium, pro- 
toaetinium, uranium, neptunium, plutonium, americium and curium in animals 
and man. 


(2) Metabolism of possibly hazardou8 artificially induced 
radioactive eloaanta from plant construction materials such as chromium, 
nickel, etc. 

(3) . Metabolism of beryllium. 

(k) Development of methods of treatment of poisoning from 
fissionable elements, notably plutonium and uranium 233 and from the long lived 
fission products. 

(5) Behaviour of fission products and fissionable elements In 

soils and plants. 

(6) Study of alpha particle irradiation and the thyroid gland 
in animalB and man by Aaticlne (Element £5). 

(7) Development of methods for decontamination, of radioactive 
ships from Operation Crossroads. 

(8) . The execution of certain radio chemical analyses for 
Operation Crossroads and training of Army and Eavy personnel. 


\{9j} A etudy of the-metabolism of elements chemically similar 
.to the fissionabieelementa and the fiaeion products. 

b. Dr. John H. Laurence’s program. 

(1) Biclosical affects of fission products. 

(2) A search for uranium compounds that will localize iu 
organa other than the livsr and spleen. 

__ Biological effects of the disintegration products of 

^borccyand lithium following neutron irradiation. 

(h) Genetics of the carcinogenic effect of beta rays. 


radiations. 


(5) Physiological chemistry of the biological action of 


(6) Changes in water balance following radiation injury. 


- 10 - 
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(7) Radiation effects on tissue cultures. 

(S) Effects of selective irradiations of individual organs 

and tissues. ■ 


c. Dr. Robert S. Stone's program. 


external and 



Studies in whole body radiation of human subjects by 
radiation. —---' 


(2) Studies on the metabolism of radioactive iodine in 

animals and man. _ — > 

(3) Joint studies with Dr. Joseph G. Hamilton to evaluate 
the therapeutic applications of the fission products and the fissionable 
elements. 


. (4) Exploration and therapeutic applications of other 

- radioactive elements and compounds. 

4. Columbia University - Dr. G. Failia, Director. 

a. Measurement offhst neutrons for biological purposes. 

b. Measurement of time dose relationship resulting free. 

' radioactive isotopes distributed in the tissues. 

c. Measurement of specific gamma ray emission. 

d. Study' of the quantitative relationships in chemical effects 
produced by gamma raj3 and fast neutrons. 

e. Further study of eye and gonad injury produced by fast 

. neutrons. 


f. Study of the biological action of ionising radiations. 

g. An attempt to reduce radiation injury. 

h. Study of the distribution of radioactive isotopes in 
tissues and ceils. 

i. Protection data for the safe handling of radioactive 

isotopes in small amounts. 


j. Training of personnel. 


dosage. 


k. Measurement of very high energy radiations for biological 


5. University of 7:ashington School of fisheries - Dr. Lauren R. 
Donaldson, Directors 


of the effect 
the problems 


a. The work of this project is to explore the general problem 
of radiation on aquatic organisms, and in particular, to study 
rising from the discharge effluent from the Hanford plants into 


— — 


43 




the .CclisnMc Kiver and the possible coutsnination of aea water (including 3iW.nl) 
The work under this contract involves studies of the following nature: 


fishes. 


at ion. 


and trout. 


(1) Acuta and chronic effects of external radiation on 


(2) Breeding studies on salmon and trout following irradi- 


( 5 ) Studies of the affects of the Hanford effluent on salmon 


(h) Effects of internally deposited radioactive materials on 
aquatic organisms. 

(5) Field studies on the effect of possible Hanford pollution 
on aquatic life in the Columbia Bivar. 

( 6 ) Studies on the transfer of radioactive materials in "food 
'chains", starting with the simpler biological forms (i.e. plankton) and follow¬ 
ing the distribution and fate of such materials as these contaminated animal¬ 
cules are successively eaten and metabolized by higher forms (fishes, etc.). 


foods. 


(71), Heading experiments using radioactive materials in the 


Director. 


6 . Sanf ord Engineer ¥orks (Baaesrch Project) - Dr. Simeon T. Cantril, 


a. Health physics rssearch and development in radiation monitor¬ 
ing, instrumentation. < 

b. Training of technicians.and other personnel in problems of 
radiation protection. 

■- c. Applied biologic research relative to phases of radiation 
hazard neculiar to Hanford Engineer ¥orks ouerations and waste disposal: 

(1) Soil, water and air contamination by radioactive materials 

(2) Studies under controlled conditions of the effects of 
redioactive materials on domestic animals. 

(p) Studies under controlled conditions of the effects of 

radioactive materials on vegetation. 

(b) Fish Studiss: (In collaboration with University of 

h'aahingtcn, project listed previously.) 

(a) Effects of waste effluent on salmon ana trout. 

(b) Effects of internally deposited radioactive mater¬ 
ials. 
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(c) Field studies cn possible pollution of Columbia 
Elver and fish by Hanford waste. 

(d) Plankton experiments - absorption, studies. 

7. Monsanto and TJ. S. Public Health Service, Clinton Laboratories - 
•Dr. Alexander Hollander, Director. . 1 "-— 

a. Studies of the biological effects of alow aud fast neutrons,^ 
beta and g nrmQ radiation are in progress as a follow-up of previously reported 
work. 


b. Effects of plutonium, on bone healing is being studied. 

c. The parabiotic twin technique ic being used to study the in¬ 
direct effects of radiation. 

d. A concentrated attack is being made on radiation effects on 
the rate of altos la, chromosome breaks and exchanges, gene mutations and the 
general genet lea 1' makeup of the cell, including cytoplasmic factors. 

e. Tracer experiments of a number of metabolic systems have 
been initiated using various micro-organisms. 

f. Effects of radiation on cell constituents, proteins, nucleic 
•acids and enzymes are being studied by modem physical-chemical tools, (in¬ 
cluding isotopes.) 


g. Badistion effects are being investigated, on blood con¬ 
stituents and blood forming organs as well as on the nervous system. 

{h-$0 Cooperative research arrangements are being made with the 
Universities ^b^Teonessea, Vanderbilt University, "Washington University, 
University of Pennsylvania, John Hopkins University and Carnegie Institu¬ 
tion. 


Close cooperation with the national Institute of Eealth and 
the National Cancer Institute has been set up. 

’ J. Instrumentation of radiation, monitoring developed by health 
physics will be continued. 

I 

k. Eealth physics research is to be extended. 

l. A training program. 

8. Monsanto Chemical Cc. (Dayton) - Dr. James Svirbely, Director. 



a 
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a. 3iological effects of chronic and acuta exposures to 

_ lum compound s by various modes of administration to 

the maximum permissible levels for human exposure. Tracer ex- 
maj ■S3£S3Sgd SgafEfciasa d irf tg » sfeigs , t±ggr ' Sechanism of 

correlation of excretion levels with visceral content and genetic 


polonium 
dhterairie 
pari cents 
action, 
effects will be. studied. 


' fay Zuaximum permissible levels for alpha radiation in 
individual viscSra, especially the kidney. This is a specific phase of 
the first problem. 


c. Study of maximum permissible levels for polonium to 
use in safe waste disposal. 


tion personnel 


Correlation of excretion levels and exposure in produc¬ 


er polonium. 


^e^ Study of prophylaxis and therapy of the toxic effects 


f. Biologic effects and methods of measurement for pro¬ 
tection against radiation from special neutron sources prepared at Dayton. 


other types. 


g. Development of continuous monitoring equipment and 


h. Studies of the prevention of contamination and on 
decontamination. 

9. V.asterh Reserve University - Dr. Symsr L. Fr±edall/\ 
Director. J 

a. Studies on toxicity of ^thorim . 

(1) Biological effects. 

(a) Study of biological effects c£ coluhlo 
thorium compounds, lethal effects, weight, 
changes, histopathologic, hematologic and 
biochemical changes. 

(b) Study of biological effects of insoluble 
thorium compounds as in a(l) above, but 
also includes radiation effects. 

(2) Distribution studies,, 

(a) Study of thorium distribution in tissues 
oy chemical assay. 

p) JjStudy of distribution by tracer technique. 
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(3) Biochemical studies. 


{a) Transport of thorium across gaetro-Intestinal 
and respiratory epithelium. 

(b) Mode of transfer of thorium la "blood end tissues. 

(c) Maimer and characteristics of thorium deposition 
in- tieaue. 

(d) Review of enzyme systems affected and enzyme in¬ 
hibition. 

b. Study of radiation effects of internally distributed radio¬ 
active elements. 

(1) "Summation" studies of several radioactive elements of 
widely varying specific ionization. 

(a) Study of beta emitters lodging in specific tissues 
(bone, Icidney, thyroid, etc.). 

(b) Study of alpha emitters lodging in specific tissues 
(bone, Tcidney, thyroid, etc.). 

(c) Comparison and. summation of alpha and beta emitters 
. having approximately similar deposition in tissue. 

c. Synthesis of compounds into which radioactive elements may be 

introduced. 

{1) Comparison of radiation effects of various beta emitters 
alternately introduced into the same compound. 

(2) Comparison of radiation effects of beta and alpha 
emitters (wide divergence of specific ionisation) alternately and concomitant¬ 
ly introduced into the body. 

* d. Study of the distribution of the above noted radioactive com¬ 

pounds. 

(L) By assay of radioactivity in tissues. 

(2) By radicautographs of tissues and similar suitable wee.:.'??. 

10. Los Alamos - Dr. Louis ZempLemam, Director. 

• a. Plant hazard research. 


(1) Development of method for the determination of minute 
amounts of plutonium in the excrete and body tissues of h»?yns and animals. 
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(3) Matalsolisa of plutoninn In anlrsaLs. 

\(h'W Hsaatolosclcal studies in laboratory personnel ex¬ 
posed chrqr* on tlv *0 rengotea. apses or radiauion ana radiaac ‘JiVe 

material and accidentally exposed to large dos^a of -radiation. 


V JT 

V ^ 1 


.V 1 


(5) Development of instruments to measure radiation. 


(6) Development of safe techniques for plant operation. 
Clinical studies on acute radiation disease, 
b. Proposed fundamental and applied research pro g ram. 

(1) The fundamental studies crn the acute effectB of 

radiation. 



(2) Trestmant of acuta radiation disease. 

(3) Methods of detecting early radiation injury. 


{!■) Continued studies of the metabolism of plutonium, TX-235 
and other radioactive materials. —■—__ _. 


( 5 T Detection of accumulated plutonium in the lungs. 


(6) Biochemical studies of nncIsoprotein and the effect 
of radiation of the fundamental physiology of the cell, (in collaboration 
vith Washington University, St. Louis, Mo.). 


(7) Detailed study of abeorption of plutonium, f rgm. con¬ 
taminated surfaces and wounds. -- " 


(3) Any special problems arising from new operating hazards 

on this project. 

iL. University of California at Los Angelas - Dr. Stafford L. Wasrsa, 

Director. 


a. The mechanism of blood vessel injury by radiation. 

b. Bone marrow injury by radiation, its repair and treatment. 

3 c. Mechanism of ’matal” deposition in hone and mechanism of rs- 

Cmoval from bone. 

d. - Protein degradation following radiation end chanical injiary, 

12. Contracts approved by the Interim Medical Committee and awaiting 
U. S. Atomic Energy Commission approval: 

- 16 - 
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a. University of Virginia - Dr. Alfred Chanutin, Director. 

(1) Study of the effects of various types of radiation 
(alpha, beta, g anca and neutrons) on the circulating blood proteins by 
electroohorosis and protein fractionization technique. To determine whether 
means of early detection of radiation damage can be accomplished in this way. 

b. University of Tennessee — Dr. Henry Wills, Director.. 

(1) Study of the mechanism of toxic effects of ^u raniu m, 
and other heavy metal comp ound s-on the kidney. This is a continuation of 
Dr. Wills' work with the Rochester ManhattahTProject during the war and 
"Contributes do that general stliayl 1 " -- 

D. Estimated total Health-Safety research budgets for fiscal year 
1946-1947 and 1947-1948. 

1 . 


Contractor 

Fiscal Tear 
1946-1947 

Fiscal Tear 

1947-1948 

•Probable 

Local Budact 

'Los Alamos 

§ 100,000. 

$ 200,000. 

| 500,000. 

Univ of Rochester 

1,200,000. 

1,300,000. 

1,800,000. 

UofC at Berkeley 
Program II 3a. 

100,000. 

125*000.) 


n 3b 

115,000. 

200,000.):- 

400,000. 

U 3c 

20,000. 

35,COO.) 


Clinton Lab 

180,000. 

500,00a. 

500,000. 

Monsanto (Dayton) 

40,000. 

225,000. 

200,000. 

Hanford 

200,000. 

500,000. 

500,000. 

Western Reserve 

100,000. 

155,000. 

200,000. 

U of Washington 

28,000. 

100,000. 

150,000. 

Columbia' University 

.100,000. 

100,000. 

' 100,000. „ 

Argonne 

1,200,000. 

1,400,000. 

1,500,000. 

Brookhaven 


400,CG0. 

500,000. 

U of Virginia 

25,000. 

50,COO. 

50,000. 

U of Tennessee 

16,000. 

16,000. 

16,000. 

UofC at Los Angeles 

100,000. 

200,COO. 

200,000. 

Western Resional 


400.000. 

500,000. 

Total Medical- 


55,906.000. 


Eioloeical 

' 53,524.000. 

57.116,000. 

Health-PhysiC3 

500,000. 

1,000,000. 

1,300,000. 

Training 

(?) 50,000. 

5,000,000. 

1,750,000. 

Field Survey & 
Service Research 

(7) 3.000.000. 

2.000.000. 

3,000.000. 

Estimated 

Grand Total 

57,074.000. 

513.9C6.0C0. 

S13.166.COO. 


Note: See D2 for estimated totals of Regional Laboratories including budgets 

for research in the participating universities. Only those currently active 
are shown. • 
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2. Eventual. Ho3lth-Saf9ty research 'budgets, 19^9-5°. Estimated 
annual budget for research. Hoes net include monitoring or clinical ser¬ 
vices which ar9 charged to operating budgets. Each Bagis^! Laboratory 
budget represents the totals of the local research and those of the parti¬ 
cipating universities. 


Seglonal 

Laboratory 

Training 

Biological 

Medical 

- Health-’ 

Physics 

Ml 

Argonne 

$500,000. ■ 

$4,000,000. 

$ 250,000. 

$ 100,000. 

Brcobbaven 

500,000. 

l,ooo,cco. 

250,000. 

1,125,000. 

Clinton Lab 

250,000. 

1,000,000. 

250,000. 

200,000. 

Hanford 

100,000. 

1,000,000. 

100,000. 

50,000. 

Los Alamos 

200,000. 

750,000. 

250,000, 

25,000. 

Western 

200,000. 

1,000,000. 

200,000. 

100,000. 

Total 

$1,750,000. 

^211023221 



Grand Total 




si6,aoo.ooo. 


This total should be equivalent 

to approximately 20-25$ of the 

total reaear 

ch effort of the TJ 

. S. Atomic Energy Commission. 


5. 

Hr ample of estimated Medical Research Budget for a EegionsL 

Laboratory. 

1919-50. 






. Medical- 

Health- 

Field Survey 

Broobhavem 

Training 

Biological 

Physics 

and Services 

Local 

$ 100,000. 

$1,000,000. 

$ 50,000. 

$ 50,000. • 

Rochester 

175,000. 

900,000. 

25,000. 

700,000. 

Columbia 

25,000. 

200,000. 

25,000. 

50,000. 

Cornell 

25,000. 

200,000. 



Harvard 

50,000 c 

200,000. 

25,000. 


Yale 

25,000. 

200,000. 



M.I.T. 

50,000. 

•200,000. 

50,000. 

50,000. ' 

Princeton 

25,000. 

50,000. 



Brown 


50,000. 



Others 

25.000. 

1.000.000. 

25,000. 

■ 500,000. 

Total 

S 500.000. 

54,000.000. 

s 206,000. 

SI.425.000** 


*May be directed into new or above affiliated group as need arises for ii'.vnnti- 
gat ion of certain problems. 


♦^Thia total is large because this area carries the major industrial and pro¬ 
duction activities. 


xii. uea it h -Phys ic a. 

A. Health-Physics is the nans applied to a newly developed zziC b.'vfcly 
specialised branch of Radiology. The principal function of E-aith-?--;>s:lcf. tsss 
been, to mans a study of radiation problems and to devise means of preventing 
radiation damage. The records obtained by this group are of asdlco-lsgsI Im¬ 
portance. The manpower shortage in this field is acute. 
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Ia general there are two principal aecticns in each health-physics 

division; 

1. Beaearch and development in instrumentation and energy levels. 

2. Service under operating conditions in the plant. 

B. The duties of the service section of health-phyaica .are: 

1. Personnel monitoring the measurement and recording of the daily 
radiation dosage received "by each person. 

2. Instrument service. 

a. The calibration and maintainance of the varied and numerous 
instruments employed, 

5. Building surreys. A daily measurement and recording of working 

areas. 

h. Off-area surveys. An approved monitoring of the radiation level 
•in the air and water discharged from the plants so that it present s no hazard 
to neighboring communities. The cost of the servie g . e a oticria o f—tteaIth-physlca 
ebouid he boras bv each plant an _?m onaratlngj yBt . Only the costa of the re¬ 
search and development sections are ihdicat¥dT~in Section U 21 and 2. 

C. The problems of ilia research, and development sections of the health- 
physics divisions' bars heoa quits varied and perhaps can. he indicated boat by 
the following list which presents a few typical examples: 

1. Instrument development.• 

a. Personnel monitoring instruments snch as pocket maters and 
film badges have been developed but still need improvement. 

b. I«sny problems ware encountered in the.development and pro¬ 
duction cf fairly suitable portable and fixed meters to measure the alpha, 
beta, gamma, theme! neutron and fast neutron exposures received by personnel 
under varying situations. 

c. Survey asters of all types, especially electrostatic and 
electronic instruments were developed and produced. These need considerable 
improvement, particularly for alpha and neutron measurements. 

2. Special measurement of energies to which personnel is exposed. 

a. Belative to instruments: 

- 19 - 
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effects. 


(1) Test meters'far energy dependence and saturation 


(2) Derelap photographic film monitoring techniques. 


(3) Develop an instrument to measure fast neutrons in the 
presence of gemma rays* 

(4) Devise methods of measuring plutonium in air in the 
presence of other alpha emitting substances. 

(5) Develop continuous air monitoring instruments to 
measure alpha, beta and gamma radioactive gas and suspended dust in the air. 

(6) Develop automatic hand counters, area radiation warning 
instruments, automatic water activity counters, etc. 

b. Applied physics measurements. 


radioisotopes. 


Develop remote control operations for working with 


(2) Hake a study of various types of shielding, radiation 
shipping containers, etc. 

U3J/ Develop methods of determining the amount of plutonium, 
polonium, uranium^'etc., that are fined in the body. 


\ 0 *y> Develop methods of estimating excessive radiation 
exposures from fcmHaaount of radioactive sodium and potassium in the blood. 

Measure the efficiency of masks, respirators, gloves', 
and clothing in pt^veating body radiation exposure. 

(6) Develop and operate methods of decontamination. 

(7) Study new methods of radioactive waste disposal. 


(S) Help in the design of new buildings to minimize 


radiation exposure. 


c. Physics research. 

(1) Carry out "sky-shine"’ experiments. 

• (2) Study effects of high energy radiation on tissue. 

(3) Study radiation scattering in shields and in tissue. 

(4) Determine value of n/\ r, etc. 

- 20 - 
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d. Theoretical. 

(1) Hake numerous tolerance calculations to determine 

radiation hazards presented by external and internal exposure. 

(2) Calculate radiation from extended sources. 

(3) Set up radiation protection tables, rules, regulations, 

etc. 

e. Educational program. 


(1) Train health physicists for other atomic energy sites, 
for those universities and laboratories that hare radiation problems, as well 
as for the Army and Navy. 

(2) Consult with numerous individuals and committees on 
radiation probl e ms. 

(3) Help outside organizations to check their laboratories 
and operations for radiation hazards. 


(4) Train chemists, physicists, etc, who are not health 
physicists but who need a proper respect for radiation problems. 

(5) Operate health-physics training programs. This is 
urgently needed. None are available now. 


D. The table in Section IX Dl and 2 gives an indication ^of the present 
and future total manpower and total expenditures of health-physics. Past 
annual costs have been quite large but are not available. 

IV. ’ Training program. 

A. One of the most serious difficulties imneding the immediate progress 
of the general program designed to safeguard civilian and industrial personnel 
against the deleterious effects of the products of nuclear energy and the 
promotion a£ the beneficial utilization of 3uch products is the lack of a 
sufficient number of well-trained personnel. Such a situation has arisen 
from the combination of a hiatus in basic science training during the war and 
the uniqueness of the problems confronting the Atomic Energy Commission. 

It is recommended that an extensive training program be sponsored by 
the Atomic Energy Commission to facilitate the training of suitable personnel 
in the various branches of atomic energy. As a result of the crowding of the 
universities, seme building program will probably be necessary. Sum a 
program should embody the fallowing objectives: 

1. To increase the usefulness of present project personnel, academic 
seminars should be instituted and in certain instances, attendance of courses 
in the basic sciences of physiology, histology, biology, physics, bio-physics, 
chemistry, etc, should be required as a part of their regular scheduled duties. 
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AP2SHDH A 



I. Horiev and approval of past program, (Medical ausmary 19^3-^ 

to be reriewed and approved If possible). 

% 

H. Scape of Research Program 1546-47. (Appendix A) 

(University of Chicago) Argonne' Rational laboratories 
University of Rocheatar 
University of California 
Hamilton 
Stone 

Columbia University 
' University of Washington, Seattle 
Monsanto Chemical Corp. (Clinton laboratories) USPHS 
Monsanto Chemical Corporation (Dayton) 

• Los Alamos . - ' ■ Western Beaerve University 

Contracts Awaiting Approval: 

• University of Yirginia 
University of Tennessee 

III, jSecomnandations ,for Future Research Policy 

* •* * ... 

A. . Scope of fundamental work' (that approved in September mast¬ 

ing) (Appendix A) 

B. Hunan Tasting with special materials . 

17. Organization of Medical Responsibilities 

A. ""Advisory Committees 

1. Advisory Committee on Medical Research and applica¬ 
tion (Tolerances, Standards and Hazard Interpreta¬ 
tions in addition to research programs), 

2. Advisory Committee on Industrial Medicine and Toxi¬ 
cology. 

3. Advisory Coamittee on Health Physics, 

B. Recommendation for the continuation of operation of the 

Medical Division at the present level with the avail- ' 
able reduced force now in that office as veil as salary 
schedule. 
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C. Training-Program 

L. Statement of the urgent need for. qualified trained 

physicians,• 

2. Source of physicians. 

A.S.T.P. 

Civilian 

j . Becommendationa for specific training program. 

7. Becommendationa for Medical Director and Delineation of Beaponal- 
hiUties. 


TL. Beprasentatioa on Advisory Board to Atomio Energy Conaiaeion 
VTI. Belease of Information 

Eeeonmendation for a maea meeting <af all present and former 
Atomic Energy Commission medical researchers,at vhich tiaa 
a program days) would present accurate Information on 
all medical aspects related to atomic energy then available 
for security clearance. 'This meeting would he open to - 
scientific personnel In all.parts of the. country. The 
follow lag .suggestions, are pertinent :■ 

A. Approximately 6-8 months preparation would he 
' required. 

5. ‘A central location should he selected to insure 
a rmrlaum attendance. • 

C. Abstracts of the program should he circulated at 
least one month prior to.the.date of the meeting 
(similar to that procedure used by the'Federated 
Societies of Physiology, Biochemistry, etc.) 

■ These abstracts should be approved by a previously 
selected editorial board before release. 

D. Consideration should be given toward the founding 
of a new scientific society whose major Interest 
would bo based bn problems of radiobiology aa r®~ 

. lated to madical interest. • The Journal of Ea&io- 
blolcgy now being launched could veil be made the 
official Journal of this society. 
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Types of study include I General Studies in -Radiation, including (l) physical 
measurement .of radiation, ( 2 ) biological affects of radiation ( 3 ) »ethoda of 
detection of alnlaal radiation danagee and (b) methods for the’prevention of 

radiation injuries. H Sazarda due to special Matariala (for non-radioactira, 
radioactive and fiaaion materials) ( 1 ) degree of toxicity ( 2 ) preventative 
measures.. TTT Special Production Hazards and 17 Hazards of Military Uaea . 

Argonne national Laboratories (University of Chicago) 

•. •!. General physiological picture of .'acute and chronic radiation. 

2 . Radiation effect on blood clotting. Lymphocyte •distribution and 
• ’ spread of infection. 

‘ 3 '» Toxic effects of external radiation and absorbed radioactivity. 
b. Response of blood cells to various typea of radiation. 

5. Chronic effects of radiation and radioactive .materials in animals. 

6 . Mode of action of radiation in carcinogenesis. 

7 . - .Chemical and physiological basis of radiation effects. 

8 . Metabolism of radioactive elements. 

9 . ‘ Instrument standardization, design, etc. 

University of Bocheater 


Badiatlon and Radiology Section 

1 .. Instrument design, measurement sta n dardization, industrial monitoring. 
. 2 , Biological effect of tracer amounts of polonium, radium and uranium 
" * in human and animal subjects. Application of tracer experiments to 
aerve other parts of the project., 

3 . Physiological effects of exposure to acute and chronic radiations in¬ 
cluding radio isotopes; search for therapeutic methods of value. 

•1;. Development of possible chemical technique or aethoda of detection 

of radiation, damage and the mechanism by -which such effects are pro- 
duced. 

5 . By means of spectroscopic methods to study distribution of uranium 
: and other heavy metals of Importance in animal tissue; search for 

possible clues as to the method of bony deposition of radioactive 
• aatarlaIs. 

6 . Study of the tins intensity factor in radiation and development of 
methods of producing instantaneous exposure to radiation (A bomb 
effect). 

7 . Study of the metabolism of plutonium, polonium, radium, etc., in 
• - human subjects. 

Pharmacology 

" 1 . Study* of the inhalation toxicity of varicuB uranium, beryllium sad 
> thorium compounds. Studies in the mechanism, of production of in¬ 
halation toxicity. 
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2. .By chemical technique, studies of the mechanism or uranium rixo- 

tlon in hones, uranium complex Junction, methods or excretion or 
uranium. , 

3 . Toxicity or uranium, "beryllium and thorium compounds hy ingestion. 

4 . Pathological afreets or uranism, beryllium and thorium poisoning 
' and mechanism hy vhich producad. 

5 . Physiological affects of uranium, beryllium and thorium poisoning. 


Scperimental Surgery 


1 . Clinical, hematological and pathological effects of acute lethal 

radiation. ... 

2 . Methods of hone marrov transpiantst'ion. 

3 . Studies in hone marrow reserve and radiation effect. 

4 . ’Tissue culture studies related to hone marrow production... 

5 . Effect of folic acid and rutin on marrov regeneration. 

6 . Studies, in metabolism of iodine hy thyroid ( 15 $). • 


Experimental Eamatology . 


Genetics 


1 . Comparative study of blood histamine and hematological effects in 

calls.- - 

2 . Studies on life cycle of blood platelets. 

3 . Studies on life cycle of VBC leukocytea. 

4 . Studies on marrow reserves after radiation. 


1 . Continuation of studies of effect of chronic radiation on mica.'. 

2 . Continuation'of studies on effect of acute and chronic radiation 
(X-ray) on Drosophilia. 

3. Sistogesetics; 

University of California 


L. Studies of the metabolism of plutonium, uranium and fiaaion products 
in rata and man. 

2 . Pieaion product tracer studies. 

3 . Metabolism of radium, actinium, americium and curium in animals and 
man. 

4 . Studies (pilot) on possibly hazardous artificially induced radio¬ 
active elements, i.e. chromium, nickel, etc. 

5 . Beryllium tracer„studies. 

6 . Treatment of plutonium poisoning. 


-4 - 
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Appsmnx A (Cost'd.) . 


t. Behavior of fission products in soils. 

8 . Biological effacta of fission recoils. 

9 . Search for other IT compounds which will localize in organs other 
than liver and spleen ( 155 &). 

10 . Biological effect of disintegration products of boron and lithium 
of the neutron irradiation ( 15 £). 

11 .. Study of element 85 la the thyroid ( 15 £). 

12 . Training of Croasroads personnel. 

15 . Studies in whole body radiation of hunan subjects. 

lh. St u d i es on metabolism af radioactive iodise in animals and man. 

Columbia University 

1 . ' Studies on the measurement of fast.neutrons for biological dosage. 

2 . .Development of a method of measuring neutron doBe by chemical means. 

3. Measurement of radioactive iaotopea for biological and medical ap- * 
• plication. 

4 . Correlation of tissue doses and biological effects produced by ex- * 

• -hemal irradiation and by radioactive iaotopea internally admin¬ 
istered. 

5 . Exploratory biological experiments to extend use of radio-active 
iaotopea as tracers on therapeutic agents (15^). 

6 . Studies of the fundamental biological .action of ionizing radiation. 
7 - Measurement of the radiation of radioactive isotopes to provide 

' data for. the protection of personnel and films in transit. 

•• University of Washington (Seattle) 

• 1 . Acute and- chronic effects of external radiation on fishes. 

2 . Breeding studies on salmon following radiation. • • 

3 . Studies on the effects of Hanford effluent on salmon and trout. 

•t. Effect of internally deposited radioactive materials on fishes. 

• 5 . .Field studies on the effect of possible Hanford pollution on- ■ 

fish life of the Columbia River. 

6 . Plankton experiments - effect of radiation on higher forms (new). 

7 . Feeding experiment on deposited radioactive materials (new). 

Monsanto'Chamlcai Corn . (Clinton Laboratories) USPHS 

1 . Continuation of studies on the biological effect of slew fast and 
thermal nsutrona on rata and nice. 

2 . Continuation, on. studies on the comparative biological effect of 

penetrating radiation. - . 

3. Th9 effect of Internally deposited plutonium on tons healing. 

■4. Cynological pregram on the biological effect of radiation on 
simple cells and tiaeue." 

5 . Instrumentation and techniques of radiation monitoring. 

’ . 5 - ' 
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Monsanto Chemical. Co . (Dayton) Hew program-being organized. 

. 1 . Biological, effects fiLloving chronic exposure of an lea la to 
polonium "by inhalation and parenteral a d m ini stration. 

2 . Correlation between, chronic exposure of workers and polonium' 

• excretion rate. 

3 . Mechanism of action of polonium toxicity. 

4 . Development of special health physics teefaniaua for specific • 
use *in polonium purification. 


Dos Alamos 


• 1. fundamental studies on the effect of acute radiation exposure. 

2. Treatment of acute radiation.disease. 

3 . Methods of detecting early Radiation changes. 

4 . Metabolism of plutonium, U 2 *5 and other radioactive materials. 

5 . Detaction of accumulated plutonium in the lungB. 

6. Biochemical studies of nucleoproteics and the effect of radia¬ 
tion on the fundamental physiology of the cell. 

7. - Detailed study of absorption of plutonium, from contaminated 

wounda. 

8. • Any special problems arising from medical hazards peculiar to 

this project. 


Western Bsaerve University 


1 . Investigation of the toxic effects of'thorium and its Isotopes. 

2 . Comparative studies on the biological effect of external radia¬ 
tion and that from internally deposited radioactive materials. 

3_. Use of radioactive .isotopes-In fundamental biological research. 


. These general titles are given inasmuch as‘ a program has not been 
actively formulated. 


■ Contracts Awaiting Approval: 

University of Virginia - Dr. Alfred Chanutin 

. Study of the effects of various types of radiation (alpha, bets, 
gsasa & neutrons ) on the circulating blood proteins by alectrophor- 
oais and protein fractionization technique. To determine .whether means 
■ of early detection of radiation damage can be accomplished in this way. 

University of Tennessee • Dr. Henry Villa 

Study of the mechanism of toxic effects of uranium and other heavy 
. metal compounds on the kidnsy. This is a continuation of Dr. Villa 1 
work with .the Hocaestar Manhattan Project during the war and contributes 
to that gamers! study. 


I 033b33 


- 6 - 



60 





Apssmn A (Cont.'d.) 


~OhlToraltT of California , Lob Angelas - Dr. Stafford L. Varror 

' 1, The sschaaisa of hlood Teeael injury hy radiation. 

2. . Bona marrow injury "by radiation, its repair and 

treatment. 

3. Hacfanniaitt of "natal" da position in tone and mechanism 

of renoTal from hone. , 

k. Protein degradation following radiation and chemical 
• injury. 
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General Studies or Radiation 


The radiations encountered in nuclear fission as nell as those 
encountered, from natur ally radioactive substances divide themselves 
into the following types: Alpha rays, beta rays, gamma rays and neutrons. 
Information av ailabl e from the literature on previous studies indicates 
a rather extensive knowledge of the biological effects of X-rays and 
.gamma rays and very little information on alpha and beta rays and 
neutrons. 

The programs were and are organized using the following basic 

outline:' 

A. The Physical Measurement of Radiation of various types - Here 
it is necessary to develop methods of accurately measur in g and standard¬ 
izing the dosage of radiation to be used in the biological experimentation' 
and measurement of the extent of any hazardous radiation which might be 
found in a plant area.' 

B- The Biologic Effects of Hadiatlcn . Because of the known 
deleterious effect of radiation on the animal, organism, it becomes neces¬ 
sary to determine" the effect of controlled dosages of.the various types of 
radiation-on various animal species, so that such observations can be use'd 
in- the control of possible human exposure. 

The types* of biological effect possible to study are: 

( 1 ) The Survival or percentage that the effect of a 

. given dose will reduce the normal life span of different animal species. 

( 2 ) The Genetic Effects of radiation as manifested in the 
development of abnormal IHSvlQ uiZ Gybes from changes in the hereditary 
mechanism. 

( 3 ) Histooathological Changes as demonstrated by. abnormal 
changes in the make-up of the various body tissues. 

( 4 ) Physiological Changes produced by the alteration of the 
normal functioning of animal tissues following radiation. 

( 5 ) Biochemical and Enzymatic disturbances which are the 
potential source of tnese physiologi es 1 abnormalities. ' 
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C. Methods for the Detection of Minimal Bodlatlon Damage ore 
dareloped directly from coaervatlon o? the above rypee and are applied to 
study of the human individual or vorker. These include studies on: 

( 1 ) Biochemical and Enzymatic Changes vhich may he detected 
and which, if measurable, can be corrected before irreversible damage baa 
taken pises. Examples of such change would he affects on the metabolism 
of copra porphyrins, excretion of abnormal substances' in the urine and the' 
■like. 

(2) It has been known that radiation depresses the function- 
of the henatopoetic system and detailed study is indicated to detect early 
changes under controlled dose radiation with all blood elements under con¬ 
tinuous observation. 

(3) . The Production of Anatomical change b such as epilstion, 
skin erythema, and alterations in the integrity of the skin and the like 
s&xat likewise he studied under-controlled dosage. 

Studies are likewise indicated on methods for the •prevention 
of-radiation Injuries . - These include: 

( 1 } Methods of -physical detection of external radiation by • 
•the development of sensitive direct reading insxruasnta capable of tbs 
detection of amounts of radiation veil below those necessary for demon¬ 
strable injury to the animal’subjects. . 

» , * 

( 2 ) ' Methods for the determination of harmful amounts of ' 

' radioactive dusts and gases in air, in water and the like. Many radio- * 
active materials like radium ars deposited in the body and in such loca¬ 
tions produce injury to tissue. Methods based on the determination of * 
dangerous amounts of these substances by examination of the excreta and 
direct measurements of the body itself are necessary. 

, E. Protective Measures . Studies on the efficiency of shielding 

against radioactive materials, -the efficiency of exhaust, and ventilating 
systems - againat dangerous. amount a of dnata, the development of ’ protective 
'clothing and devices, and the development of remota control processing 
methods have bean extremely important in the Manhattan District protection 
program to date and will continue into the future. 

P. The possible theratxmala of radiation damage by tho'uaa of 
replacement therapy for the damaged bodily elements, as well as the reduc¬ 
tion in the exposure following deposition of radioactive materials in the . 
body deserves considerable study. Beplacamsnt of the daaaged hsmatopostie 
elements destroyed by severe radiation exposure offera one possibility; de¬ 
tection and neutralization of unknown toxic substances produced by radia¬ 
tion and other such difficult problems deserve consiatent and detailed study. 

- 9 - ‘ 
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All the above studies aro necessary oa alpha, beta and genoa rays 

and neutrons or varying intensity. In addition, tbs radiation frost the 

radioactive substances to be discussed has likevieo to be considered. Also, 

the effects of acute and chronic exposure must be determined because of 

their dissimilarity. 

* 

.H Bazarda Sue to Special Materials 

For brevity it is preferable to discuss the potential toxicity of 
special materia la by first indicating the type of study to be carried out, 
followed by the presentation of these materials on which studies have been 
necessary. 

A. First, en actual determination of the toxicity of a substance 
must be made indicating hov poisonoua it may be in both acuta and chronic 
exposure. In this way the toxic levels may be avoided in laboratory and 
plant environments. 

( 1 ) The mode of entrance into the body by ingestion, inha la- ■ 
tlon and skin absorption must be studied as different manifestations and de¬ 
grees of toxicity may be produced by each route employed. 

* • • * 

( 2 ) A careful* analysis must be made as to the character of 
the biological,changes with the production of phyaiological/ hiatopatho- 
loglcal and biochemical evidences of damage incurred. 

( 3 ) The nature of these injuries and the mechanism by which 
they occur must likewise be studied Inasmuch as this affords information 
as to the neceaaary protection and indicated therapy after exposure. 

B. Preventative measures require study. 

( 1 ) The effectiveness of physical methods for the removal of 
hazardous dusts, reduction in skin contact and prevention of ingestion Bust 
be measured, and methods for accurate determination of such hazards must be 
developed and used. The use of certain chemicals, ointments; and the like 
as protective measures must be studied as to their efficiency. _ 

( 2 ) Protective devices such as respirators and clothing isust 
be tested on required substances against which they will be used. 

( 3 ) Finally, appropriate investigation of therapeutic measures 
to bs used in the treatment of both acute and chronic poisoning states should 
they occur in industrial exposure must be made. 

Completion cf all phases of the above program on a variety of sub¬ 
stances provides complete information as to the medical aspects necessary to 
be considered in protection of the worker, prevention of Injury and treatment 
of injury should it occur. 

- 10 - 
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C. Substencea oa which studies of this type are nocassary are: 

(1) Uranium and its compounds 

a. . Uranium metal and its chemical'compounds, oxide, 

• nitrate, chloride, bromide, totra and hexa¬ 

fluoride, 'sodium and aiBwialu m sulfates. 

b. Uranium chain of heavy aatala 

Uranium XI. 

Uranium X2 

Badium 

Polonium 

c. Fission products of cleavage of U-235 and plutonium. 

d. . Artificial - isotopes of uranium - 232, 234, etc. 

(2) Thorium and lta chain 

(3) Plutonium 

(4) Special' Accessory Materials 

* * 

a. Fluorocarbons c. -Beryllium 

b. Fluorine d. Others . 

Ill’ - Production Hazards 

. ^ The results of studies made on the materials discussed above are 
appll *for.tha *pre7ention and control of industrial hazards arising in the 
large manufacturing areas where these materials are used in large amounts. 

A. Xn the Elactrogwirnigtlc and Diffusion Methods for-the isolation 
of "uranium 235 -the ma^or hazards are from the uranium compounds, the con¬ 
centration of'.uranium XI and X2, and the special accessory materials and by¬ 
products formed in the process of manufacture. 

B. In-the graphite pile where plutonium (239] ia produced on a • 
large scale,' the hazards are from the alpha, beta and gasssa mys, neutrons, 
the plutonium metal and its compounds, the various radioactive fission pro¬ 
ducts resulting’from the pile operation. 

• • , / 

C. The chemical Isolation of polonium following its formation 5.& 
the pile - incorporates hazards from alpha radiation following absorption inte 
the body. 
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(5) Study of treatasat 'of ail isaadiate affects such as 
radiation, beat and blast. 

(C) Propagation of 'pertinent taforsation la pro-par fora for use 

by catastrophe units In production areas. ' 

• • 
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D. Study of the medical aspects of plant pro grass aside from the 
determination of the effect of radiation and chemical toxicity. Include ad¬ 
ditional Information obtained from plant invastigaticns as from: 

(1) Clinical, survey of all exposed personnel. 

(2) Monitoring of ha sards by special inatruasnts and nsthods. 

(3) Surveys of-new types of graphite plies and production 
equipment. 

IT Bazarda of Atomic Catastrophe in Product ion Areas . 

* • 

A. Imadlate Effects 

(1) Radiation - the radiation occurring at the time of. the 
explosion coupled with blast end heat causes biological 
effects which may differ from those occurring following 
other acute known effects-from gasnna and neutron radia- • 
ticn, and demand study. 

(2) Blast - the blast of atomic explosion la so intense and 
may have totally different types of shock waves, recoil 

..waves with other unique biological effects which, should 
v ' be Investigated. 

(3) Beat - The Intense burns from actinic type of radiation 
have .not been studied. This also Includes the eombina- 

. tion effect of all three items in this group: blast, - 
radiation and beat. * * . 

C3) ■* Belayed Bffacta 

(1) Tratective Devices - study of methods of protection 
against the radioactivity deposited at the time of - 
blast. 

(2) Decontamination - methods of decontamination of soil 
and the like must be worked out for cleaning up active 
areas. ... 

, 1 , . 

( 3 ) Investigative BculpEant - special equipment must be 
. developed end tested far use in investigating bombed 

areas. * 

’ \ 

(h) Study of casualty effects - field study of fission 

clouds, possible injury to water supply, soil and the 
like, -human damage by population surveys. 

- 12 - 
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COPY 

Thji Univtxsitt of Rochutsi 

School of Medicine and Dentistry 
Strong Melicrial Hospital 

HafKimr. N.«r York 


January 30 





Mr. Carroll Wilson 
General Manager 
U.S. Atonic Ccmnission 
Washington 25, D. C. 


f*ear Jr. Wilson: 


The opinion on Clinical Testing was requested of the 
Interim Medical'Committee at'its heating January 23, 24, 
1947. It is the opinion of this Committee that in the 
further study of health hazards and of the utilization 
of fissionable and radioactive, and other cateriais, final 
investigations by clinical testing of these materials will 
* be necessary unde the proper 2 nd usual safeguards. 

It is recommended that the legal department determine 
the financial and legal responsibility of the United States 
Atonic Energy Commission when such clinical investigations 
are carried out as part of approved programs financed by 
the Atonic Energy Commission 2 nd advise the proposed Health- 
Saf ety Division of -its perogatives in this regard* 

Sincerely yours. 


STAFFORD. L.. SASSES, HD 

SLW:n Chairman, Interin Medical Con. 

cc: pr. F. A. Bryan U.S. Atonic Energy Commission, 

^r. R. S. Stone 
Med. Div, Oak F.idge 
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UNITED STATES 
ATOMIC ENERGY COMMISSION 
WASHINGTON 25. D. C. 

asreh 7, 1947 


T0« 

3-ttat-;. 
«♦>> •* i « 

/ r 

'^SOlJZCIt 


Kr* Edwin. 2. Haddleecu, Jr* 
John L. Barling ; 

Clinical Tasting 


This wmuBnxtSm will retard ft conference between you, Br w 
.ftaffcrd Verren, flftjor 2. 8. Brundege and-the writers 

t'.'iA .• • -■ •• 

. V .. - 

Dr, Worrm end Major Browlsge stated that under. Senhattaa . , 
~TbgiS»«r Dletrlot a prograa. of eaployinc radioisotopes in clinical; testing 
«o»enc#ti bn* .thfttJLs Jtnaw^l947bmimiM: 



. _ , rntm% 

■desire. to have the Kadi — 1 Coanittee—asiderthe program «nd, eeeordingly, f 
«fft- oral instructions that the dlstsibatioB of the saterlsl for this > v . 
; |£nrpd*s'vaa to be - suspended. CnJaaas*y2J endJsnuftry 24 the Coesittee '• 
fa#t- m d .did r—mend -ft’ program efeliiriLcaitestinf* ■ This re—endetioo ?' 
Vjte'^Mbedisd is a lftttsr to Sr. Wilson from Ihr.Warrea dated January 30* m’< 
r'fcopyj-bf which la anne x e d to the original of thia-—random. - 


It i« Ktjor Brusdafe** uaderftoadlsf that- the rocoaaendatiom m 
£met;*ifeed open because Colonel liehols had left OftIfL.Hidge hr the tl— it : 
^arrived..■ Currently, therefore, the .—speaalott. of-the dist r i but i o n. of : radios :M 
;l»otepea, • which was put 1st© effeeiiouxaiVt^ of the ;Ccm*itteej -&?; 

/•if'^sstinnisf, elthoofh the Cowmittee bits formally r sc o wnsa dsd a- prog rahef 
^vftliaieel tasting. Major Brtadage stated that!*, formal program for - clinical ■ '• 
lasting — s being prepared end would be forwarded to fashingtm in .shoot =•.. *• 
^trovoeehs fro* the Beseeroh Division et OskKidge r Dr. Karras-r e—sen ds*. : :: = 
:’thftt, pending the receipt of this p r o gr as and Its approval by the Coaxi*sion r . • 
re adaption of the release of radioisotopes for use hr Costdseica reaesroh 
oontraetora os approved progress-be coo tinned under. the procedures previously 
4'. existing. Ion consulted with *r. Ulsco oa ths telephone end'yen gave legal 
' approval to the recoassadstica, and XT. Kllsoa accepted it. 


The legal Division expressed ;th* vier that la all cl ini col testing." 
it would be necessary to sake sure- that the testing was being, carried on in 
relation to & research prog r a m properly approved. ■ 7* further expressed the 
view that it wes east important that it be anseeptible. of proof that any. 
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lttHridral patient, prior to treatment, -wa® in es understanding state of 
sind and that the nature of the treatment end possible risk inroleed be 
explained tsry clearly and that the patient express his siUlsgness to 
rseelre the treatment. On Sr. Ifsma't r ecommendation , yea authorised 
omi ss ion to obtains, written release bat arced that in every saae at least 
tvo doctors certify in exiting to the patient 1 s state ef mind to the 
explanation furnished bin and to his acceptance ef the treatment. 

* It is ecetenpleted that thin memo r a ndum mill be initialed as 
' a reseed ef the Interim entheri sation involved. 


set fir.' Stafford fum 
Sajor 8. 8. Brasdafs 


.attachment 
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UNITED STATES ,fo: 5 £ . 

ATCNIC ENERGY COMISSION * - — " "■---- 

- Washington, 25 DC 


■.^.««<$) 


30 April 1947 


Dr. Stafford L. Warren 
University of California 
405 Hilgard Avenue 
West Los Angeles, California 

Dear Dr. Warren: 

This is to inf ora. you that the Commission is going ahead 
•with its plans to extend the medical research contracts of the 
University of Washington, Columbia University, Western Reserve 
University, the University of Rochester, and the University .of 
California (at Los Angeles), in the amounts recommended by the 
budgetary subcommittee - of the- Interim Medical-Advisory Comittee, 
as recorded in your letter to me dated April 7, 1947. 

It is the hope of the Commission that such, extensions of 
the contracts will provide a 3cund basis for continuing the medical 
research essential to the Cctuaission’s activities, pending a fuller 
review by the Comaission of the scope of the medical program. The 
Commission also nopes to strengthen the position of the Universities 
to attract personnel of high calibre to the medical research work, 
by' authorizing them, with the approval of the Commission, to enter 
into contracts of employment with key personnel’for periods up to 
thr.ee years. 


The Commission is entirely sympathetic with the view of ' 
your Committee that research personnel engaged in medical projects 
should be encouraged to exercise their own initiative and should 
be given an opportunity to devote part of their time to pursuing 
lines of research which appear fruitful to them, even though not 
immediately related to specific -items in the ‘approved program for 
the particular project. Accordingly, the Commission is authorising 
its Area Managers to approve such research, up to twenty per cant 
of the tins of the research personnel engaged on such medical pro¬ 
jects. When such approval is given, the Director of thB medical 
project will be required to certify to the Commission (1) that the 
research is useful and is not outside the general scope of the Ccm- 
mission’s research interests, and (2) that the research will not 
unduly interfere with the progress of the work on the approved pro¬ 
gram at the project. The Director also 1 will be required to indicate 
separately in his reports to the Commission what research ha3 been 
done under this authorization. 


% 
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It is understood that your Comittee has recommended a 
program for obtaining medical data of interest to the Goanission 
in the course of treatment of patients, which -may involve clini¬ 
cal testing. The Commission wishes to make clear to your Com¬ 
mittee its understanding of the program which is being approved. 

The Commission understands that in the course of the approved 
program: 

a. treatment (which may involve clinical testing) 
will be administered to a patient only when there is 
expectation that it may have therapeutic effectj 

b. the decision as to the advisability of the treat¬ 
ment will be made by the doctor concerned. 

The Commission does not intend to influence in any way the exercise of judg¬ 
ment by the'doctor'as to the administration of any particular • 
treatment authorised under the approved program. Indeed, from the 
discussion at the meetings of April 3-5, it seemed evident to me 
that doctors would not allow their judgment on. this natter to be 
influenced by anyone. _ 

In any such clinical testing, the Cojiai3sion continues to 
request that the sane procedure be followed which was agreed upon 
early in March. That procedure contemplated that it should be sus¬ 
ceptible of proof from official records that, prior to treatment, 
each individual patient, being in an understanding; state of mind., 
was clearly informed of the nature of the treaty errt and possible 
effect s, ana expressed hi s willingness to receive the treatment . la- 
view of your recommendation, the Comi ssion does not recuest that 
written, releases be obtained in such cases, but it does request that 
in every case at least two qoctors should certify in writing (m aae 
part of an official record) to the patients understanding state of 
mind, to the explanation furnished him, and to his willingness to 
accept the treatment. ~~ 

The Commission is interested in exploring the possibility of *. 
starting various types of training programs along the lines reccnnendc^ 
by your Committee. It is suggested that there should be submitted 
in writing .detailed proposals for training programs, which do not go 
beyond the limits of what is now practicable. 


Sincerely yours, 

s/Carroll L. iTilson 

t/Carroll L. ’nils on 
General Manager 



LOS ANCELES 24. CALIFORNIA 



UNIVERSITY OF CALIFORNIA 
315 South -1111 Street 
Boon 3C9 


U*7 12, 1947 



Maj B. L. Brundage 

Chief, Medical Division 

U. S. Atomic Energy Commission 

P. 0. Box E 

Oak Ridge, Tennessee 

Dear La j Brundage: 

Transmitted herewith for yctar information and files is a copy 
of a letter Iron Lr, Carroll 'itllscn to Dr. Stafford L. barren. 


The provisions indicated in paragraphs one and two will ccrre 
into operation ‘only where authorised, specifically by contractual ar- • 
rangeneni3 between the Ccssaissioa and the Contractor. 

Mr. Wilson's office has advised us that all Area Managers will 
be notified by the TJeshington Office concerning the contents of his 
letter. 


Tha last paragraph of Mr. Wilson's letter suggests that plans 
be formulated for various typea of training programs. It is requested 
that a tentative training program be forwarded to this office at your 
earliest convenience so that it say be corralat-ai with tha overall 

bcaltfc-pftyeics programs. 


RJ2ba 

Enel: Ltr dtd 30 Apr 47 
free Mr. fils on 


•Sincerely yours. 


n _ a t W_ ' l . a_ 


jutJLot^c. 


Robert J, Buottnar 
Assistant to Chairman 



Interim Medical Adviscry Cosaittee 
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To: Advisory Board on Medicine and Biology. 

Subject: MEDICAL FOLICT. . 

It is the desire of the Medical *u visor's Office of the Cak Ricge 
Directed Operations to present certain matters of medical policy to the 
Advisory Board on Biology and Meaicine for their consideration. In view of 
the extremely important relationship of health protection and the medical 
program to practically all of the Commission activities, and in a larger sense 
to national welfare, it is imperative to obtain basic medical policy decisions 
as rapidly as possible. The degree of success which the*Commission's program 
attains may well depend in a large measure on the adequacy am soundness of 

Ul 

5Lts medical, health-physics and biological programs. 

A 

Accordingly, the following questions tentative solutions are 
submitted for your review and expression of opinion. 

Dr. .Albert H. Holland, Jr., Acting Medical advisor of the Cak Biage 
Directed Operations, will be available for subsequent meetings of your Board 
to provide further information if you so desire. 

a. There are approximately twelve cooperating universities 

participating in the Cak Ridge Institute of Nuclear Studies, 
which is a group established under the laws of the State of 
Tennessee to conduct fundamental research using the facilities 

available at Clinton National Laboratories. Although these 

» * 

facilities are necessary for mch of the tioiojical research 
work, a great -eal of other work can be performed at the indi¬ 
vidual universities. many competent qualified scientists 


moi 
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from these universities hare applied through this office 

for.funds to conduct rarious problems in biochemical, medical 

and biological research. Some of these suggested researches 

are extremely pertinent to the activities of the Commission, 

as for example, Cr. Alfred Chanutin at the University of 

Tirginia Biochemical Laboratory wishes to establish a program 

for the electroororotic - study of plasma proteins following 

irradiation. ,If in his studies he can establish a constant 

pattern change which can be correlated with radiation exposure, 

we rrill then oossrcs x new diagnostic method which can r-adilv 

be used in the protection of our personnel throughout the 

atomic industry. This type of problem, while fundamental' in 

nature, can also b? considered as applied or " p ro grama tic*’ 

research, since it is intended to attempt to provide us with a 
, » 
definite answer to an. extremely pertinent problem. 

Accordingly, the question arises as to whether or not a 
regional Uedical Advisor can initiate fundamental and/or 
"orograwatic" research at facilities within his area or with • 
universities within his general geographic region? It is 
apparent that *aoh% 1'edical .Advisor his a mor* intimate krr.owl-• 
of th» nrobl-hs within his ar*a; and therefor® it 3-“ts desirVrl*. 
subject to the ep-roval of the Atomic “n«rgy "smr.iscion i." :di 1 31 
Rir“Ctor and the Ad."isorv Board on ciolo.y md Medicine, that 
he have the author!tv to ne-otiate with universities within 
his region -"or the -xpress purpose of conducting beth funda- 
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A second problem arises when one considers what responsibilities 
the Atonic Energy Commission bears for the human administration 
o'f isotopes. This question can be subdivided into two phases: 

(1) TThen the materials are administered by private physicians 
and institutions outside the Projeot-and (2) when given by 
physicians and researchers within the Project. This latter 
category includes contractors’ personnel employing Atomic Energy 
Commission funds (indirectly) to perform tracer research, some 
of which is of no immediate therapeutic value to the patient. 

It therefore becomes desirable to establish acceptable medico¬ 
legal criteria for future human, tracer research. 

Careful consideration of this problem seems to indicate 
that once a recipient has been deemed "qualified" by the Isotopei 

Branch and their advisory committees to receive and use radio- 

■ / 

isotopes, the Commission bears little if any responsibility for 
human administration.' Past medico-legal experience provides 
numerous instances of claims suits againstmedical institu¬ 
tion.* for the use of experimental drugs. In practically every 
case the physician involved has taken the sole responsibility 
and therefore may nr may not be guilty of malpractice, but the 
institution is exonerated. This analogy might well apply to 
our present problem. 

The second part of the question is more difficult since 
much of our research is motivated by human applio&tion and human 
affects. If the expressed opinion of the Medical Board of Revie 
■which convened last June, is accepted in establishing criteria 
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for human administration, then obviously a great deal of our 
present human tracer studies must be diacontinued. Ihe pertinent 
facta of the ease, pro and. con• sees: to be theaei Pro - 

(1) Tracer research is fundamental to toxicity studies. 

(2) The adequacy of the health protection which ire afford our 
present employees may in a large measure depend upon informa¬ 
tion obtained using tracer techniques. 

(3) Hew sad improved medical applications can only be developed 
through oareful experimental *JL and clinical trial. 

(4) Tracer techniques are inherent in the radioisotope distribution 
program. 

Con - 

(1) Moral, ethical and medico-legal objections to the adndnistra-..., 

' tion of radioactive materials without the patient’s knowledge'" 

/ 

or consent. 

(2) There is perhaps a greater responsibility if a federal agency 
condones human guiieapig experimentation. 

(3) Publication of such researches in some instances will compromise 
the'"best interests of the Atomic Energy Commission. 

(4) Publication of experiments done by Atomio Energy Commission 
contractors' personnel may frequently be the source of liti- 

• gatibn and be prejudicial to the proper functioning of the 
Atomie Energy Commission Insurance Brush. 

0 . The radioisotope distribution program is increasing in scope very 
rapidly. As a result certain questions arise for consideration to- 
determinet 

(1) What part the Atomic Energy Commission Medical Division will 
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play in the isotope program? 

(2) 7/hat responsibilities does the Atonic liners’; Commission bear 
Tor the safe handling by the recipient for the more hazardous 
isotopes? 

(3) Vihat responsibilities does the Atonic Energy Co mmis sion bear 
for radioactive waste disposal? 

(It) Tfhat part, if .any, should the Atomic Energy Commission take 
with respect to cyclotron produced isotopes at the various 
universities throughout the country? 

Answers to the above questions cannot immediately be set ,fortn. 
ficrrever, the following caments appear in order: 

It is felt that the Atonic Energy C omission lie die al Division 
should probably bear complete responsibility for all of the medical 
and health-physics phases of the Conr.iosicn’s activities. The 
medical and health .aspects of the isotope program therefore is a 
subject of soae concern .to the liedical Director* The establishment 
of broad general policies of personnel protection, codes, and 
other related information may well fall ■within the scope of the 
Ledical Division's activities* 

’with respect to safe handling of the more hasardous isotopes, 
as for example. Strontium ?0, Calcium Up and Carbon Hi, many factors 
arise which increase the difficulty of solution. These are listed 
below: 

(1) Under the Atomic Energy Act does the Commission retain moral 
responsibility for the application of these substances? 

(2) Hew can the Atomic Ener^r Ccresis'sion properly enforce safe 
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(3) The U. S. Public Hoaltn Service has no legal authority -within ~ 
stats boundaries and therefore can only aot in an advisory 
capacity. Further, there does not appear to be a sufficient 
number of qualified men to initiate suoh a Public Health service. 

(4) State Public Health officers do haws, in moat instances, suffi¬ 
cient legal authority to enforce safe handling. However, few 
men are qualified at the present tioe to assume this responsi¬ 
bility. 



i o i q i 


(5) The Adrisory Field Serrice of the Isotopes Brandi pro-rides 

*in the field" free consultation. A number of isotope recip¬ 
ients hare availed themselTes of Utis service. However, sug¬ 
gestions or recommendations requiring the expenditure of money 
for laboratory design in the interest of safe practice are not 
always received in a cordial manner. 

Radioisotopes with a ahort half-life, such as Phosphorus,, P^ 
and 1^^, do not present a severe hazard in most eases. However, 
some substances may be of primary concern to an entire community if 
handled improperly. Some system of control is vital if extensive 
use of these substances is contemplated. 

Intimately associated with the above problem is the question of 
radioactive waste disposal. As you no doubt are aware, many sug¬ 
gestions have been proposed by various people. Some of these aret 

(1) Disposal at sea. 

(2) Disposal by burial. 

* 

(3) Storage in vaults until deoay has progressed to safe limits 

» 

-(4) A system of garbage can collections and subsequent burial 


12 


in federal burial grounds. 

(S) Sealfcag the morj^fo gardens contaminated wastes in suitable 
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containers and di rpatching than by interplanetary racists 
out into space. 

TTnile 3 ora of these suggestions nppcsir ssr.euhat entrer.9 and others 
« 

appear quite reasonable, nurereus problems arise concerning rrr.zta 
disposal. Ground burial is at present .in ‘.:se. at sor.o installations, 
Horre-Ter, ground uator and soil eontaninr.tjon and subsequent select!-; 
absorption by eariaus -*iants and aninal organises is a serious ob¬ 
jection to tills no blind ox disposal, burial at S3a is not v.ithout . 
sons, hazard nhon one considers such a prorraa eat ending auer a lcr-g 
number of poars. 

ITtnsereus isotope purchasers r seal to ratarial which is not 
suitable fer Zilv.tior. und disposal in city sewage systems. '--.arc 
consideration —st bo giren as to visit responsibilities mu boar *-f 
respset to: 

.(1) IlauicactiTC Trusts disposal, 

(2) Sstablisijsent of criteria fur disnosal. 

(o) Desired .-.ot'.-.vis of enforcenont, if any, 

T.lth respect to tlio cyclotron pro.V-.ccd. isotsr.es at the nri: 3 
uni-rarsities and research institutions throughout the baited 1;- .-: 
it night bo desirable to lines the sane safety codes and per so mil 
protection measures adorted, ‘ Zf cyclotron produced isotopes or * bo 
purchased, distrilis sa*i sal I .muled at-rill throughout the brined 
States, the offer ts a ths forris si on to maintain safe practises 

nay be sariausiy ‘‘.null capped. Cbtiously, this is a rpr* icli:a: j 
question fsr no 'a not *.visi in any nay to encroach upon ths ssisa¬ 
tiric liberty of fruo institutions. 
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d. Declassification of medical and biological documents has 

become a confliderable task. All researchers are anxious to 
hare their work appear in the journals as soon as possible. 

TThea critical process steps or materials are involved tt» 
problem is greatly simplified, since all must’ abide by secu¬ 
rity. However, there a large number of papers which do not 
violate security, but do cause considerable concern to the 
Atomic Energy Commission Insurance Branch and may well com¬ 
promise the public prestige and best interests of the 
Conaiiasi on. 

Papers referring to levels of soil and water contamination 
surroundbG Atomic Energy Commission installations, idle 
speculation on the future genetic effects of radiation and 
papers dealing with potential process hazards to employees are 
definitely prejudicial to the best interests of the government. 

Every such release is reflected in an increase in insurance claims, 
increased difficulty in labor relations and adverse public sentiment 

Fallowing consultation with the Atomic Energy Commission 
Insurance Branch, the following declassification criteria appears 
desirable. If specific locations or activities of the Atomic Energy 
Commission and/or its contractors are closely assooiated with 
statements and information which would invite or tend to encourage 
claims against the Atomic Energy Commission or its -contractors, 
such portions of articles to be published should be reworded or 
deleted. The effective establishment of this policy necessitates 
review by the Atomic Energy Commission Insurance Branch, as well as 


by the Medical Division, prior to- declassification. 
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has ast attested to c 0 r.t 7 rrher.ci 73 1*' ^resint all of the 7 ru-'lens fetich, 
onict. It aas ceeaed advisable, hofcs-ter, to set forth sc-b of the 
rsajor ovesticas for jour coasidaratiaz. -raa La the presentation of 
tits so rat jar nroblens, ao pre-tent i3 ia.de for eonrletaness. Iorn3Tor 1 
an of fort nas nade to bring oat tho solisat points in. each instance, 
?ri=ar±l;-, the object! to 'tea tee a to call attention to those issues 
■nfcich appear to be fuadesental to tic estailishrent of a sound, progres- 
siuo, aoerdi rated Aadieal and biological prosror. for the Atonic ^ner"’- 
Socai3sioa« 
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dra.fi mhtotes 

ADVISOR! COMMUTES FOR BIOLOGY AND MEDICINE 
SECOND MEETING 
Held At 

Atomics Energy Commission Building 
1901 Constitution Avenue 
. Washington, D«- C* 

October 11, 1947 




Memorandum 
on Medical 
■ Policy 


Letters 

of 

Interest 


SECRET 



The Committee discussed various aspects of the training 

program as summarized during the morning session# It was agreed 

that considerably mora study vrould be needed on the many phases -- 

of tho problem before a definite policy could be recommended to 

the 'Commission. Dr. Grogg requested each committee member to 

study the problem and prepare ah opinion on the natter. Dr. 

Gregg proposed that these opinions be forwarded to him and he 

would assemble them for consideration at the next meeting. 

A memorandum addressed to the Committee, dated October 8, 

1947 on the subject of medical policy from Dr* Albert Holland, Jr., 

• ‘ 

Acting Medical Advisor, Oak Ridge Office of Directed Operations, 

was read# The memorandum brought up a number of important ques¬ 
tions, on medical policy related to health protection, medical 
research, human experimentation, the relationship of tho Medical 
Division to the isotopes program, the problem of waste disposal 
of radioactive materials, and questions on declassifications of 
medical and biological reports# The Committee discussed the 
memorandum in general and expressed the desire to give the 
matter more study# 

Letters of interest to the Committee, including research 

proposals by Captain C* 7T. Shilling (MC) DSN on projects span- 

# 

sored by tho Office of Naval Research, and a letter from Dr#. 

0# P# Rhoads, addrossad to Mr. Lewis L# Strauss were discussed. 

Due to the number of projects cited in Chptain Shilling's letter, 

- 10 - 
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Dr* Gregg stated that he would actarledgc the letter and hold 

It for analysis by Dr# Warrca and discussion at the nor* ' 


meeting* 

A letter from Dr* Robert Stone, addressed to Hr* Wilson. 

♦ 

dated Soptenter 18, on doclassificaticn «f biological and 
madisal papers was read to the Committee* Dr* Stone *s letter 

raised the question of releasing classified papors containing 

. * * 

certain information on human experimentation with radioisotopes 
conducted within the AEG research program* The Committee agreed 


that the problem was cowered by the 'reoommendetions of the Medical 

* • * • , 
Board of Review and that papers on this subject should remain 

classified unless the stipulated conditions laid dorm by the 


\ 


Board of Review were complied with* 


'"Third 

*C-rjV '~S ' 

9 * * t 

■ Meeting 
November 7th 


- The Ccmmittoe agreed that the next meeting "would be held 
in the Commission. Building on Friday, Hovembor 7, 1S47* ' 

Tho meeting adjourned at S«C0. F*H., 
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WAR DEPARTMENT 

OrriCE OP THE SURGEON GENERAL 

ARMY EPIDEMIOLOGICAL BOARD 

UNITED STATES ARMY 

orricc or Y>ie mcsiocNr 
333 CCOAn STnECT 
New haven, conn. 

Protection of Rosoareh Project 
Volunteers 

Col- Frank L. Bauer Legal Office, SGO 23 Oct. 47 RJO/af 

Airiy Med. Res. & Development Its 2B520 74575 

Board, SGO, Room 2C480 


1. There is nothing in the Medical Department standard research and 
developaont contract uhich would require tho Government to reimburse the 
contractor for a payment to a prisoner as compensation for injur*' resulting 
from participation in a research project. This is true whsther tho payment 
be made voluntarily by tbs contractor or as tho rosult of a possible suit 
for damages. Although the contractor might be reimbursed under the special 
costs article for ouch payment X would consider it inadvisable to do so. 

2. Tho quostion of reimbursing the contractor for payment of the 
premium on a disability policy on a prisoner during the experiment, was sub¬ 
mitted to the Contract Insurance Branch, Office of tho Chief of Finance. They 
advised that there was no authority for talcing out such a policy and it would 
not be approved. They further stated that they discussed the quostion of such 
coverage with a private underwriter and ware advised that the cost would be 
prohibitive. 

3. This office, accordingly, recommends that Dr. Stakes be advised to 
protect hiaoelf, the State of New Jersey, and the Government, by means of 
tho usual waiver if such action has not already.been taken! This office will 
supply the necessary form upon request. 


Robert J. O’Connor 
Lt. Colonel, JAGD, 
Chief, Legal Office 

Tnel. Ltr, 15 Oct. 47, fr Dr. Stokes 
to Col. Stone 
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Dr. asbert S. Stan* 
Bhiversity of California 
JUdical School 
Th* Medical Center 
San ?r«nolio9 2% California 

Dear Dr. Staa»» 


CONFIRMED TO BE UNCLASSIFIED 
BY AUTHORITY OF OOE/GC 

«*>w ±Lm_ ? 

REYSW63 BY OATS 

$y: Vl'cJi £6oGi-£ ffi-rt-w 


Tour l*tt*r of September 18 regarding th* declassification of 
biological and medioal papers m read at th* October 11 meeting of 
th* Advisory Comitt •• on Biology and Modi da*. Th* Ccsmittes re- 
afflrsMd th* stand of th* Medical Board of 2a view, which act in June, 
tad oomidtrt th* of hamn *xp*riasntaticzi classified ih«r# th* 

eendi-tlcns sited below were set acssplied with.. Tor year Isfoxsatioa. 
th* following is quoted from th* preliminary unpublished and restricted 
draft of th* report read to the -Caanissionersi 
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"Th* atandjher* «f s*cr*cy and suppress Ion a*Jce# os* 
aspect of the medioal work of th* dos&ission • specially 
vulnerable to orltloisau ¥• theref&r* wish to record 
car approval of th* position taken by th* nedleal staff 
of th* AR5 in point af their studio* of th* substances 
dangerous to kuna lif*. V* believe -that no substance* 
known to fee, or suspected of being, poisonous or harmful 
should be given to human beings unless all of th* follow¬ 
ing conditions be fully mat i (a) that a reasonable hope 
exists that the administration of such a substsaee Trill 
improve the condition of the patient, (b) that the patient 
give his oesplete sad informed consent in wrritiag, and (o) 
that the responsible nearest ef kin give In writing a simi¬ 
larly eceplete Sad informed eensent, revocable at any time 
during the source of such tre a tm ent . 


*Were it net for the extreme value s&d pressure for securing 
reliable Information on th* limits of human tolerance of 


radioactive substances there would be no need for explicit 
reference to this subject. V* wish to s«e tsmediat* and 
steady inoreaee in this gravely important subject of huama 
tolerance of radioactivity, but we believe that since eeoreoy 
must of necessity smrfc xuch of the medical research supported 
by the federally-sponsored AEG, particular care must be taken 
In all matters that under other circumstances would be open 
to investigation and publicity.” 
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Dr. Sobsrfc 8, 8tac.« 
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W* tnat that tfcla infoinatloa •will assist job la **slwfcing 
this proilsas. 

Tom* oostisaod interest sad support la oar Mologissl, mi i«*l 
sad h«»lth physios prop** Is deeply appreciated. 

. tinsere ly years. 


Oarrajl L TUim 
General Manager 
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Addressee 
Mr. TTilsan 
Mr. Derry 
Hr. Volpe 
Dr* Fidler 
Medical Director 
Major Dauer 
Pile 




UNITED STATES 
ATOMIC ENERGY COMMISSION 
WASHINGTON 25. D. C. 
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Dr* Alan Gragg, Eirueuor 
for Medical Sciencea 
Eockefeller Foundation. 

Boon 5c CO 

49 West 49th Stroet 
. Bow Toric 20, Her Tori: 

Boar Dr* Sreggj 

Z uant to thank you for your latter of 0ctober*14 east* 

* corning the questions raised by Dr* Stone In hie letter to no 
of September 13 regarding declassification of ‘biological and 
nodical paper* containing information an tho experimental uao 

| of radioisotopes is human beings conducted under AES sponsor* 

• ship* 

I have chocked tho unpublished sad restricted draft of 
tho report of tho Beard of Esvioir and note that their attitude 
-was a 1 early stated on this problem* Accordingly, I agree vith 
i yea that it is not necessary for the Advisory CasBdttee for 

Biilogy sad Medicine to sake a further statement on this subject* 

2Jy reply to Br« Stone included an extract of the Board of 
_£evioe r e m arks* Z aa sure that this Information -will assist 
Sr* Stone in evaluating the present problem, sad inf era him as ** 
to the eanditions that asst be mat Is &ctare experiments* 

Sincerely yours. 


Carroll L* Wilson 
General Manager 


cox Mr. Wilson. 

Mr* Berry 
Mr* Tolpe • 

Dr* Fidler 
Medical Director 
Major Bauer 
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J, C. JraakUn* Thxm&r t w ria g 7, 1M7 

Albort E. 2Wl*nd, H.D., dating Itodoal Mfiaar 
9BSZCAL 1SS GFSBUnOZ&L POLICT 3BCX3ICS3 
STiCGU JSCS 


Saho l ttod bamcith la o briaf aunay «f Aha problaaa af r ad ic al 
aad aporotianal pollay nfaiah m ^r aaa tjt a d ftr y o ur ooaaldarKtim by 
this 

!• 5ha iiwdtiilai af aoaaptabla ;nr—mal la utr—ly difficult* 
KbriLatiat CItU S ar riao criteria da not adaytaly )p rn i 3m for eoae of tt» 
v< gjhTy a p a dali a a d technical sa pwoliar te Abe MaU 

W fry Qmdaalon* Tarttar. Ha CItII Samoa near eaale a w a n ot ao n ata 
«lth late atrial pay aaalat* Ibarefbre* ta say «o Inataaea aa indi ti Aaal 
with a gim amt af aspartame la nasally mxtltled ta loos flnawUl 
wawiatiiM if ha a aaa yf Moil mployaat* Oda la an m i ftr t u a a ta 
attnatiao al-naa Aha Hwia *aa rgr Omaiaolm oaniM adviaery aad 
Hyai'iiaary aarviao ta Its effxtxnatcro* aad Haiahn ahaold ba aqa i p p od 
vith Aha boat ami labia paratsnsl r a Afaar than Aha maria* 
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of illaaaaao ariaa dd«k ua aHacad ta ba dot to 

latte 

a dlagnoaia of noan^tiy1 Mawaa aaa bo aateblldmd. It la 
higfly daaixobla to ham a ansteral ftaid malar Aha Plioatar of ifco Dirlaiai 
af Biology aad Serfielaa trm afalah all raglaaol hatttail ddfiaors aoold 

maaryte 

A*iob, is tbair qplkca # mydr t f Ur tha r «toty* 
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J* G« Fmildia SfcweHlar 7, 1947 

Albert 3. BoHsad, Jr,, H#D, 

wrrgAT. A® CreaLTICEAL POLICT 1350131033 

BBOCU 4SC7 


S« Saa Atoode Energy Card ad cn held* asny scb-oontnats artrtTW 
ittaetliely idtfala the (SCO bat gsecm^d nnTly lying eatslde He Oak 
lldgt area, 9* ncivd ^dioel Office is fr e quent ly selied epos ts 
visit such sub e uHtieeturs sad xarimr Heir sedioel sad health pnogr—S 
partite!arty alth respecrt ts hsssrdoas asternali peaalisr to the faerie 
Sim** activities. Ooassims arise ohm la He Interest of soft epsmtiflB* 
and pera o m s l prcboetlm s nyendit ares of a aa y wet be aunt s ap lated la 

Mr bo iapw pnstioou It hoi vtrmr ton tlocrlgr foflm d risth* 

or act, f#r eaanple, s o uw^nry rsehtetog berylliaw Ssr ASO ass an bs 
S t qassted or ansa dineoted -be install ears ad eq uat e wntHsrtdcsi. liaa > » 
mat of carrot la ml iasfeanoes is perfectly vdlliag to so oyavate if at 
provide ts Asads* A definite polity is 'u r gen tly needed es Hat ae sqr 
dtaterdae often our reepmaifcility fa r hsslth sad saftty ceases. It 
tfvorcld be boras la xdad tbet a sub-asnbieetor’s sssplcyes oen provide as 
sdiftx ss each adverse publicity se sn JL3C seplsyes. 

&• 9* isotope distribatloa pr eg w e s is «f winqsy iyrtt ie to th* 
ftpediiliti trm s pablie rslstiacs lispslxt, bat la e burger essse to 
the xetiae ss sell* file s axtlgu efrlm ef n native, f ar oeftxl y re ga e ss iw 
ieetope y r o gr as esnaet be qvansqphasisad. H j e anr, there sre ssay pallor 
prbbloe ddA arise free this activity, Ossetians euh es the Mining 



b. 3er fhr tea eoral respoaslMlity be u warned te eatni 
la this prosrsx? 


c. the JOBS gdirt de a Turn i * ‘ v n n aed ersvidt 

fhoillti*# for zmdloesbtw mate disposal far isotope 
miyimW 

4# Vat part, if tty, riwuld the ABC mat silh n i pa rt te 

cyslotm pjodaoea i so ta p— at tbs variooe oxdversiti— 
thmaghente the c o unt r y ? 

St esy be desirable to bets occrsrsbls snArfcy codes sad per tsuel pro- 
teetLca Hsacunes adopted at -the various lad der si ties sad research lastitstiaas 
t h ro u ghout the 3 b±ted States* The setter of efftetij^ -this is of es 
Serves ra si nes if syoXotzoa produced isotopes oea be purchased, distributed 
end handled at vdll tfcrooghmt the felted States, the efforts of tie 
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aoroaber T, 1947 
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J. C. Trart&lin, Ttaagar 

Albert H* rEallmd, Jr., 3.3., Anting B adlcal Advisor 
amiCAL ASD QF^RtKOSAL P0LIC7 DSCISIGS3 


ST2B0L| ABCS 


OoHdssiaa to adsteia aafa praetioee aay be atriaualy handicapped# 
Cbeiocsly, -Sii* la & very dalionts quastloa fer ea do act viah la any 
hji ■to aseroub ap m the aeiaBtifLa liberty of fire* laetltatl ma« 

7. %• aartabUsbaaat ef aa ABC sponsored training school la 
haaltiwpkysias la uraaa tly required# Share axe not auf Clatnst nan aith 
ai x fati tialrins to £131 all of tha aoada of tta Cacnlaaicas* its oot* 
taoofcers, and oat aide agascios dadrtng to establish iaotopa raacaxch ■ 
yro gjvau . It la stmngly nrgad -that one or tse lndividaals ha aliened 
ta devote fall that to training pragma la hoalth-physles aaA related 
rtjtcta v&iah purpai tedSy vrsold last a pprac l rmtaly ala to oAgfct s ac ks . 
Hart all «f thla l ua tr u o tl an ooold taka plane outside of a restricted 
area mad theref or e rapreaanta.ti'tas of industry, hospital a and r ese a rch 
labo ratori es *mld be penaitted to atten d these training enroea vrtth- 
eat dlvalgeaoe ef s ec u r i ty ta a large soaker of ia&vidaels end vdtfeant 
waHartrltg lengthy elaawaae prior te Isatr a oU aau the Hat assurance 
He ka that nr actional leetopa yr a ^rau vd.ll ta condosted safely aad 
steely la te train peranael ta r oa opd ea tha radlatleai haaarda presented 
by isatople raaaarnli. 


XT Bairi Jg T J g 

t ittaohamta* 

1* (at Xnatrootioa II 
S* 3y ta Legal Adriacar 
fa lotias Badioal Advisor, 
dtd n/r/4% 
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The sixth nesting of the Advisory Committee for 3iology and Medicine 
.Trill be held February Hi, 19U3 at '.£;:3I2 M., at Washington, D. C. 

Invitation, 'is cordially extended to attend this meeting, 

February 111, 19lt8 * 

'AGiKDA ’ 

1. Correction of Minutes of December .13, 19^7 Meeting:'' ' . 

The • statement that the request for support of- a research 

contract by Dr.' Allen Moritz was approved, should be' deleted 

- • ok 

from these minutes.- 

2. Additions to the Minutes _ of the Meeting of the Advisory 




\rC.lcj~h 
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that the new committee 


of the following persons who 

are closely associated with the use of isotopes: 

Gioacchino railla, Ph. D., Professor of Radiology, Columbia 
University Medical School,Hew York, New York* 

Hymer L. Friedell, M. D., Director, Department of Radiology, 

Lakeside Hospital, Western Reserve University, Cleveland, Ohio. 

A. H. Holland", Jr., M.D., Medical Advisor, Oak Ridge Directed 
Operations, Atonic Energy Commission. 

J. C. Hamilton, M. D., Associate Professor, Medical Physics Depart¬ 
ment, University of California, Berkeley, California. 

Joseph VT. Kennedy, rh. D., Chairman, Department of Chemistry, 
Washington University, St. Louis, Missouri. 

Rcbley D. Evans, Ph. D., Professor of Physics, Massachusetts 
Institute of Technology, Cambridge, Massachusetts. 

Robert F.Mehl, Ph. D., Director, Metals Research Laboratory, • 
Carnegie Institute of Technology,Pittsburgh, Pennsylvania. 

Austin M. Brues, M.D., Medical Director, Argonne National Labora¬ 
tory, University of Chicago, Chicago, Illinois. 

Paul C t Aebersold, Ph. D., Chief, Isotopes Division, as Secretary . 
to the Committee and Liaison Representative of the Atomic Energy 
Commission. 


RESTRICTED 



s comcosed 


It is suggested that Dr. FaiHa be appointed- Chairman of the 
committee. • 

The proposed functions of this committee would be to aid the 
Commission in establishing new policies on the distribution of 
radioactive materials and to review from time to time existing 
policies. On specific isotope distribution problems it is hoped 
the members of the main committee would function as two sub-' 
committees whose personnel and functions are given below. 

Drs. Failla, Frieds 11 and Holland should compose a Sub¬ 
committee on Human Applications who would review all init ial 
requests for radioisotopes to be used experiment ally or otherwise 
in human beings. Subsequent requests of a given user for the same 
purpose -would not be reviewed. 

Drs. Hamilton, Kennedy, Evans, Mehi and Brues should compose 

a Sub-ccmittse on Allocations and Distribution who would review 

- 2 - doe archives 
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/^ ' OS /f*/'*'!. v. »*. -/ j 

y/ •/ 3. Consideration of Minutes or the Meeting of January" $, 19UB. °A / o ■ 

r u. 


Oak Ridge’ directed Operations. See also Addendum minutes 13 Dec* U7« 






Research Projects: 

Vice Chairman Goodpasture and the Interim Director of Biology 




■of, ' y/ and i-njdicine have recently discussed the general problem of support 

CjL. 

of research trith the Acting General Manager. ■ The Interim Director^ „ 

^ has recently conferred •srith Admiral Lee^ Director of Office of 

""G* 

Naval Research. The General Advisory Ccnscittee has outline its 

"t.v-. , ooinion on this oroblem and a statement from the members is enclosed* 

• (a) Contract cetvrecn TJSAZC. Office of Santa Fe Directed 

'■» _■ ' ■ 1 ■ ■— 

Onaraticns and Washington University, St. Louis. Missouri : DOH ARCrllVE 

•i'l 
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A research contract between the above-listed parties, negotiar- 
tions Tor which were initiated last summer, has been entered into- 
for the purpose of studios of nucleic acids, nucleoproteins, 
nucleotide and related'.organic phosphorus compounds-in such a 


manner as to gain fundamental knowledge, of the nature of disturbance 

% 

of these compounds in organisms exposed to ionicing radiations. This 
project is supported to the extent of $29,500. * 


A second contract is for the construction of an ultraviolet 
spectrophotometer and an ultraviolet microscope for a- study of the 
effect of ionising radiation on cells* It "is estimated that this 
work will cost $U5,50Q» . «».v . . C C-J=- 


~ Co] Dr. Leonard B. uianc, Union College: 

x * 

This is a request for support* for a program of research on 
"The 3iological Effect of High Voltage Radiation" using the facilities 
of the General Electric Company, Schenectady, New York. The work 
will involve a range of one million'; to • one-hundred million 'volts as 
emitted by the hundred million volt betatron, with financing esti¬ 
mated for this work to be %£(?, . There is only one other similar 

-• 

betatron. 

RZCO I ZI EN DATIQH: It is recommended that the Advisory Committee 

for Biology and laedicine approve that the Office 
of Naval Research be notified that funds in the 
amount of are available for one year 

bs ginning July 1, 19li8 for the support of a 

research project at Union College in cooperation 
with General Electric Research Laboratory, 

Schenectady, New Tork, by Dr. Leonard B. Clark 
. entitled "The Biological Effect of High Voltage 
{ Radiations." * 

\.V^CL.n— /*—T-I » 

- h - 

ARCHIVES? 
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(c) Dr. David Rapport;,.T'ofts College medical School: 

# 

This is a research, project on n The Effecis of Radiation on 
Reactions Associated with Growth, 11 For many years this laboratory 
has worked on the catabolic aspects of metabolism, with support 
from the National C si cor Advisory Council and N a ticnal Research 
Council. They have considered the effects of growth-influencing 
factors, chiefly hormonal, on these reactions; They have studied 
the capacity of the liver to synthesize alanine iron pyruvic acid 
and a considerable number of similar reactions. They wish to. 
determine the effects of radiation on such reactions in normal 
tissues and in tumors. 

RECOIdSTOATlON: It is recommended that the Advisory Committee for 
Biology and iiedicins approve that the Office of 
Naval Research be notified that funds in the amount 
of 015,000 are- available for one year beginning 
July 1, l?ii8 for the support of a research project 
.'at Tufts -College Nedical School by Dr. David 
Rapport entitled 11 The Effects of Radiation on 
■ .Reactions Associated with Growth.. 11 

• - • \ .J 

(d) Howard University - Dr. Herman Branson : 

. This department requests $H > liCO to support studies in bio— 
priyu*- ■ " at Howard University from 15 January 19^8 through 15 January 
19U9. A program of investigation with radioactive and stable iso- 
topes including a 60 Nier type mass spectrometer with the most 
recent refinements is projected. Studies will include investigations 
on phosphorus metabolism with ?32, determination of rate functions 
and metabolizing functions for biological systems by means of radio¬ 
active and stable isotopes and cooperative projects on iodine 
metabolism, cobalt metabolism and arsenic poisoning. The Office of 


- 5 - 
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Naval Research is supporting • this group to the extent of 36* 8C0 
for the program in'mass spectrometry. 

EEC OI££ND AT ION: It is recommended that the Advisory Conmittas for J 
Biology and -siedicino approve that the Office of ‘ / 
Naval Research be notified that funds in the amount / 
of 011,iiCO arc available for one year retroactive to 
15 January 19liS for the support of research project? 

J< at Howard University by Dr. Herman Branson on 3io- | 
physics. / 

Ce) Dr. Louis Ridenour, University of Illinois : 

This request is for a sum of $3*000 to support.a project for 
the construction of a snail radiocooalt applicator to be used in the 
irradiation of various types of snail biological specimens- Such 
an applicator could be used in studying enzyme reactions* in split 
dose effects on nice and beans and as standard to test consistency 
of effects. 

RSCQLTaZNDATlQN: It is recommended that the Advisory Committee for 
. Biology and Hedicine approve that the Office of 
Naval Research be notified that fu n ds in the amount . 
of ’$3*000 are available for one year beginning 
April 1, 19U8 for the support of a research project’ 
at the University of Illinois under direction of 
Dr. Henry Quastler entitled “A Proposed Cobalt 60 
Applicator for Radiobiology." 

U; Dr. Paul Hahn - Ueharry Uedical College: 

This project is entitled "A Program for Treatment of Neoplasms 
*by the Direct Infiltration of Radioactive Heavy Colloids. a 

Dr. Hahn has recently published several articles in which he 
reports encouraging results in treating’ various types of tumors 
including fibrosarcoma* epidermoid carcinoma and Hodgkin’s Disease 
with direct infiltration of radioactive isotopes. Dr. Hahn's 
request is fer 0109*lOii. 


- 6 - 
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School: 


Since 191:0 there has been iii progress a joint study losing 
radio-isotopes by physicians of the Peter Bent Brigham Hospital 
and the Horvard Medical School .aid physicists at the Radioactivity 
Center of the aiassachusetts Institute of technology. This group has 
made many important contributions on the role of iron, zinc and 
other netals in the metabolism, of human erythrocytes and leukocytes 
and it is also studying the alterations of these processes in blood 
dyscrasias. Recent developments emphasize the importance of zinc 
in the 'white blood cells in relation to leukemia. This group of 
physicians has requested that the Atomic Energy Commission assume 
support of their work by allocating $73* 650. It was the desire of 
the Committee that this recuest be considered during the month and 

O' * _ 

be acted upon at the February meeting of the Committee. 

RSCOifSIDATION: It is recommended that the Advisory Committee for 
• Biology and Medicine approve that the Office of . 

Naval Research be notified that funds in the amount 
of $73,650 are available for one year beginning 
July 1, 191:8 for the combined program of harvard 
University Sedical School and Massachusetts Institute 
of Technology and Peter Bent Brigham Hospital on the 
"Certain Medical Aspects of Atomic Energy." 

_ - doe archive? 
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(h) Sioan-Kettaring Institute » 3r. C. ?. Rhoads : 

This project desires to study the use or radioactive isotopes 


in the treatment of various thyroid states. Particular emphasis 
■would be placed on hyper-function of the gland 3 neoplasms and 


conditions a ff ecting iodine uptake. 



It is recommended that the Advisory Committee for 
Biology and Medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of $&8,.?J3*are available for one year beginning 
April 1, 19U8 for the support of research projects 
at Sloar-aettering Institute by Dr. C. ?. Rhoads 
entitled "Studies of Distribution of Isotopes in 
Therapy" i " - *' * g a* r ag5g*T 


If Of 06 
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(i) llichael Reese Hose it el - Dr. Erich I—Uhlmann: 

*> 

Dr.Uhlmann of this hospital has been investigating 
the use of an electron bean in 22-niillicn electron volt 




betatron. They are anxious to build a 35-UO million 
electron volt betatron and s tudy the fast electron produced 

by such a machine. In addition they are interested in a 
large research pro gran on the biophysical approach to 
cancer therapy. 

RECOHETOATIOH: The correspondence from this hospital 
.is enclosed and no recommendation is 
indicated at the present tine. 


( j) W ashington University - Dr. Janas Nolan : 

This project requests funds for .support of a pro gran 
****** 

to study .the "Use of Ganna Ray Emitting Radioactive 
* • * * " 

Isotopes in Colloidal Fora as Therapeutic Agent in 
Carcinoma.. 

RECOIHENDAHON: It is recommended that the Advisory \ 
Committee for %,ology and D'edicine 
approve that the Office of Naval 
Research be notified that funds in the . 
amount of 0?,8CO are available for one 
year beginning'July 1, 19hQ for the 
support cf a research project at . 
Washington University by Dr. Janes 
Nolan entitled "Use of Gamma Ray 
Emitting Radioactive Isotopes in 
Colloidal Fora as Therapeutic Arent 
in Carcinoma. 
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This request is for a- snail grant to support a problem on the 
trans-lceation of mineral substances in-plants., ^his would include 
in -what tissues they axe moved, what the mechanism of no vacant is, 
and what relationship it has to other physiological processes. 
Ilovement wc-uld be followed with Geiger counters and would begin 
with radiophosphorus. 

Dr. Levitt received his Fh. D. fron McGill University and- has 

worked on "Cold Resistance," "Cellular Physiology," and "Permea¬ 
bility.” Studies at present are under way on the- "Movement of 
Radioactive Isotopes in Plants” at institutions including Washington 
State College, Cornell University,Florida Experimental Station and 
University of California, Berkeley.' 

RFCOUZNDA7EQN: It is recommended that the Advisory Committee for 
Biology and Medicine approve that, the Office of 
. i , Naval Research be notified that funds in the amount ' 

of $675 ere available for one year beginning July 1, 
/ * 191:8 for the support of a research project at the 

' University'of Missouri by Ur. J.Levitt' entitled' 
"Traiis-iocatioh of Mineral Substances in Plants." 


'(1) Ur. A2 ffedCn^itln. - University of ^irginiaT * 

Dr. Chanutin is Professor of Bio-chcnistry at the University of 
Virginia and # has been engaged in studies on the"Distribution and 
Chemical Changes of Proteins on the Plasma and Tissues in Normal 


and Pathological States in Research Animals and Hunan Beings." He 
is at present working or. research contracts in the Chemical c orps. 

cf the United State Amy and from the Office of Uaval Research. 

Dr. Chanutin proposes a study of the ”Plasma and Tissue 
Protein Fractions" in animals and patients who have beer, exposed 
to varying doses of radiation for varying periods of time. The 
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work V7culd be carried out originally on rats. 

Dr. Stafford Warren at University of California, Lcs Angeles, 
has also proposed a progran of study* an ”?lasna and Protein Fractions 
in Radiation.” All available evidence on this progran has not yet 
been activated. 


REC0IT.£tIDA7I0tf: It is recommended that the Advisory Committee for 





of a research project at University or Virginia by 
Dr. Alfred C'nanutin entitled n Plasna and Tissue 
Protein Fractions.” 



. 5* Technical Information and Publications: 

rfhS7Mfi<3iuj' 

/ d ' tdJr-M- At its last meeting the Advisory Committee considered preliminary 

discussions of the problem of dissemination of scientific infcmaticn. 

Dr. A, Thomson, Chief of Technical Inforaation ,Branch, Atonic Energy* 

'V-4k. 1 ? 

’ Commission, is available for discussion of this uroblenT^Jy. y . . 

6m Programs in the division of “iology and Medicine recently +&$ ** c ' 



approved by. the Atomic Energy Commission: 

(a) Fellowship Program -f- /a t). 

(b) Cancer. Research. *rc'gran — 


/ 


7. The ^se of Radioactive Materials for Military Purposes: 

The Atomic Energy Commission has recently been informed of a 

e 

projected program as a collaboration between the division of uilitsry 

Application and the division of Biology and Medicine. This progran 

has recently been considered and discussed by the General Advisory 

Committee. It is desired that the Advisory Committee for Biology 

and k^edicine consider this program and submit-such remarks or 

recommendations as are pertinent. ^ f , . ; 

' £‘dt}A*JL> ct 

_ 10 J M ... ^ 
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(6-a.) Karina Biological laboratory — Dr. Cfrarlas BacSard: 

A grant of $U,30Q has just been made to the ferine Biological Laboratory 
by the Consittag on Growth of the national Essearch Council to equip a r a d i o act ivity 
laboratory and to pay for the services of a technician during tbs coning sumner- 

A two-months course on radioactive isotopes will be girres. this susaer con¬ 
sisting of lectures and demonstrations of interest particularly to biologists. 

It seers desirable to. provide some foods for aimer falloirshipa to enable 
qualified-young men and women to do souse -work in radiobiology under proper .super- . 



An -additional sun of $800.■ should .be provi ded for transportation charges' for 

isotopes and unusual asperses in connection with the. course on isotopes. 

It is desdrable that. radioactive isotopes in .reasonable amounts be. supplied 

to the felicits free of charge for the Tori: at the X. B. 1. 

The research problems to be undertaken by the fallows Tould involve: 

# 

A. Study of biological effects of radiation 
3. Study of biological phenomena by naans of radioisotopes 
Bellows would be appointed by the Director of ths 1C. B. L. (Dr. Packard) 
and ths members of the Comittee on Isotopes of X* B. 1. 

BH3QJSEHBAIIQII: It is recommended that the Advisory Committee for Biology and 

Hedicine approve the granting of funds to the ferine Biological 
Laboratory up to Sr^Jtju.'ior summer fellowships in Badiobiology 
and incidental expenses, for the summer of 19U3. 
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8. Other Business: 



(a) Letter froa Dr. Cecil ’Tatson 
(h) Letter fron Dr. Hobert Stone 

(c) Industrial Health aid Safety Hepert 

(d) The Conssissicnars are anxious to nest with the nenbers 
of the Advisory Cansittce for Biology and medicine to discuss 
certain phases cf the progran. If it is possible such a period 
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ON Vil.US AMI* Ml »%* Siyi* 


333 CCOAn n 
NEW HAVEN 11 , CONN. 


, "a 

fcf fX 

February 18, 192,8 


Dr. Joseph Stokes, Jr. 
Children's Hospital 
18th and Sainbridge Streets 
Philadelphia 2,6, Pennsylvania 


Dear Joes 

This is in reply to your hand ■written request Tor a consent from 
ne ro your letter to Dr- LScLead dated 11 February on the subject of 
funds for the reimbursement for volunteer prisoners who nay be suf¬ 
ficiently disabled as a result of their acquiring experimental hepatitis 
to prevent their full return to gainful occupation. This is an administra¬ 
tive question and if it were to be done, I presume that the amount of 
money to be set aside would have to be at least $50,000. The problem X 
presume is whether the Board would racomaond that such money be held in 
reserve for such an emergency. 

As to the second question relating to studies on humans which as you 
say raises a point of "ethics", I agree with your principles but believe 
the timing is not as opportune as it should be. Namely, that at this stage 
in the world situation ono should proceed cautiously, until standards are 
set up by what ovor body is in "authority". I an not sure just what the 
rules are but I understand that Dr. Ivy at the University of Illinois has 
been on some type of vigilance committee which has laid down certain princi¬ 
ples about volunteers in order to protect this country from the critisms 
hr ought up in Germany during the Numbers trials. The Russians in Japan • 
have also accused U.S. scientists of experimenting on humans. During the 
war we more or less made our own policies on this, but I am not sure that 
that is possible todBy and if there are to be official policies, I believe, 
we have to know them before any official statements could be mado. 

Tours sincerely. 


JoJ^^T'^u^ll.D, 

Director 


JRP:fd 

cc; Col. Bauer 
Dr. UacLeod 
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LLLOOOZ 


In Reply Refsr To t 
IHiSAL 


UNITED STATES 
ATOMIC ENERGY COMMISSION 


709648 


Oak Bidge, Tennessee 
July 19, 1949 


Dr* Hymer L. Friodoll 
Dr* 0* Faille 
Dr. Joseph 0. Hamilton 
A. H. Holland 

Subject i REV1S£D TENTAXIY. 1‘THUTbS OF MARCH 13, 1949 MEETING OF 
suhcolikitthe os mms applications of coariTTEE ok 
ISOTOPS DISTRIBUTION OF U. S. ATOXIC ENERGY COMMISSION, 
ABC BUILDING, WASHINGTON, D. C. 


Gentlemen! 


Enclosed is a copy of revised draft of the Tentative Minutes of 
March 13, 1949 Moating at Subooraittee on ffiirin Applications of 
Coosnittee on Isotope Distribution of TJ. S. Atomic Energy Commission, 
AEC Building, Washington, D. C. This revision is based upon 
written consents received from Dr. Joseph G. Hamilton, Dr. G. Fail la, 
and upon oral comments received frost Dr. Eymer L. Friedell. Ho 
comments on the Tentative Minutes submitted April 29, 194$, were 
raoeivad from Dr. A. H. Holland. 


You are requested to submit a letter of approval of this revised 
draft as quickly as possible so that the Isotopes Division cant 

1. Prepare the oiroulars desoribed in letter of April 2&, 

1949, from S. Allan Lough to the members of the Subcommittee. 

2. Send a letter to the Atomic Energy Commission rsoozsnending: 


a. Acceptance of Sr. Hamilton's resignation and the appoint-* 
ment of Dr. B«>'Harold Coot as his successor. 


b. Appointment of a chairman of the Subcommittee on Human 
Applications co serve from July 1, 1949, to July 1, I960. 


k,'. 




Enel* t 
Minutes 




ngoosiToey h/A(Z.fi /m. 

COLLECTION /^* ~~ Qf— 


aox Ni 




71 


c r 


Very truly yours. 



S* Allan Loup; 
Radioisotope! 
Isotopes Division 
Oak Ridge Operations 
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Suboeamittse Members 
April 29, 1949 


2 


Thia circular nay bn issued as a revision of Isotopea Division 
Circular E-35, a copy of whieh is enclosed* 

A third circular will embrace the following items in the minutes t 

III.A. Policy regarding field and iaduatrial uses of long- 
lived radioisotopes* 

I1X.D* Policy on level of activity that might be permitted 
is products and items sold to tbs'public* 

1. Emitters of beta particles. 

2. Games emitters. 

fie shall welcome your comments on the tentative minutes. 

* • 

Very truly yours. 


S. Allan Lough, Chief 
Radioisotopes branch 
Isotopes Division 
Oak Ridge Operations 


Sscls.t 

1. Cir. E-35 

2. kinutes 
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REVISED 


T&STATIVi: itlHUTSS OF MARCH IS. 1949, MEfcTIHG OF 
SU-v OU IT TEE Ql HUlrkV APPLICATION OF 

coyggrss os isotope distrcutios of 

U. 5. ATOMIC FghP.GT COKKISoIOK 
AKC 'DILDINC, ^ASgir«aOB t T/» C « 

The Su« coarrlttos os Hume Applications of the Atonic Energy Connies ion 
Committee os isotope Districution convened at S»30 a«a«, Kerch IS, 1949, 

Is Roan 213 of the Atomic Lnergy Cannission Building, Tfeshington, D. C. 
Those proseat were Drs. Eyner L» Friedell, Chairman, G. Faille, ead 
Am H. Holland’* Dr. Joseph G. Hamilton was so a eat. Drs. Fathan E. Woodruff 
and S. Allan Lough were present as repre sente tires of the Isotopes DiTision. 

The SuO(remittee established the following agenda* 

1. Review of the minutes of the lest seat lag, Kerch 22,^23, 1548 . 
21. Distrlfautios of isotopes for ceaoer reseeroh . 

III. Disossejon of specific items pointed out by Dr. Loodruff 
ia hie letter of February 154S . 

A. Policy regarding field aad industrial uses of long- 
lired metariels. 

B. Review :f policy relative to allocations on supplementary 
requests. 

1. Cases in which the quantities requested have bean 
materially increased for the same purpose. 

2. Cases in which the original allocation does not 
conform with the latest revised policies. 
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C. Bsvies of actios takas on application for bunas 
use of radioiron and foraulatien of a policy for future 
guidance. 

D. Discussion of policy on level of activity that ir.irht 
ba permitted is products and items sold to the public. 

£. Clarification of polioy on hospitalization and super-, 
vision of patients receiving radioisotopes through Atomic 

knergy Commiesioa facilities. Attention vac focused on this 

ltsa by a statement occurring in "Kxperisnea with Radioactive 

Iodine in the trea-teent of Ey?erthyrcldis=" by Qaorgs Crilc, 

E. Parry HoCullagh and Ctto Glaseer in Claewl&nd Clinlo 

Quarterly 16 * 1-7, 1545. The statement road t 

*3. Neither hospitalisation nor supervision of the 
patient is required and the cost of treatment 
is less than that of thyroidectomy or prolonged 
medical treatment." 

7. Use of radioisotopes in pregnaney and in normal 
children. 

IV• Heviaw of Violation of "Acceptance Terms" • 

V. SeTic* of specific applications not yet acted upon by “hie 
Suoccagi ttee . 

VI. Peris ion of Fora AEC-313 . 

VII. Development of aethod for replaceo-ent on sons regular 
basis of genoera of the Subcommittee on Kumaa Amplications. 


- 2 - 
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X, Review of tht niautes of the last a««cing, ttaroh 22, 25, 1S48. 


A< Consideration of use of radioisotopes in traoer studies 
in normal adult human*. 7h« following remarks apply to "beta and 
gamma emitters with a biclogiaal half-life of 20 days or leas. 

Thaaa raaarka are for general cold a no* but the Subcommittee on 

' • 

Atman Applications will examine each s use on its own merits. 

Applicants who desire to use radioisotopes in normal adults 
should submit the results of animal experiments, or adequate references 
to the literature, concerning the following points. 

1. Metabolism and distribution of the radiesmterial in the 
fora administered. 

2. The tissue of highest concentration and the relative 
concentration therein. 

3. The relative concentrations in the tissue of interest 

and particularly radiosensitive tissues such as -Hie gonads 
and hematopoietic system. 

4. The biological half-life of the radioisotope in the tissue 
of highest concentration, the tissue of interest and the 
particularly radiosensitive tissues. 

All traaer studies in normal humans must be approved by 
the local Radioisotopes Committee before oonsideratioa of the Appli¬ 
cation will be made by the Subcossittee on Human Applications. 

The above statements apply no both Atomic Energy Commission 
and other installations. 

3. Applieations for use of radioisotopes in normal children 
will be given special scrutiny by tie Suhoonavittee on Eumas Appli¬ 
cations. 

2 0 0 0 1 8 ! 
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C« Review of Policy with regard to long-lived radioiaotopea. 

1. la general, for isotopes with a biolopioal *half-life 
greater than 20 days, the dosage in the oritieal tissues 
should to such as to conform to the limitations stated 
by the Rational Committee on Radiation Protection. In 
apodal eases, nowever, the Subccsdttee on Human 
Applications say permit the uee of radioisotopes in 
higher dosages. 

2. The Suboenittee on Him an Applications feels that eaeh 
request for use of a long-lived radioisotope in human 
subjects aust be reviewed separately. 

* 

5. In the minutes of the initial meeting of the Interim 
Advisory Comnittee on Isotope Distribution Policy, held 
June 28, 1946, at Cak Hidee, the following statement 
appears on page 9. 

"Carbon 14 . The Opinion was generally expressed that, 
even though the scarcity of C 14 Is a major factor to be 
.considered, the use of this material in.a human being 
should not oe sanctioned until its absorption and 
elimination properties is clearly demonstrated in 
animals. The very long half-life of the material 
makes oaution desirable 

The Subcommittee on Human Applications feels that, in 
view of recently accumulated information, it is prepared 
to consider applications for use of certain C 14 compounds 
in humans. In arriving at this conclusion, the following 
papers ware considereds 

- 4 - 
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i. "The Fata of C 14 in the Tissues of Mies after 
Administration of C 14 Urthyl-Labelsd Glycine" 

By Osorge L. 5ardl, H. D., Radiation laboratory 
•ad Division of Ifsdieal Physios, University of 
California, Berkeley, California. January 3, 1949. • 

b. Latter from John E. Lawranoa, Connor Laboratory, 

University of California, February 18, 1549, which 
accmpaniod Mardi’s paper, listed as "a”, above. 

0 . "Report on Estimated Coses Delivered to Organs of 
Van by C 14 in Kathy 1-Labeled Glycine". Sy Ailliam 
Siri. This report is based on Bardi's paper, listed 

as "a” above. 

d. "Studies on the Easard Involved in Use of Carbon 14. 

2. Retention of Carbon from Labeled Sodium 
Bicarbonate", TBCHH2CAL REPORT BO. 1 to Of floe 
of Maval Research (Biophysies Branch, Medical 
Soienees Division) and Atomic Energy Costwission, 

Division of Biology and Medioins» Contract 
BTonr-SSS, Task Order II, HR 171642. By Southern 
Research Institute, Birmingham, Habeas, March 
28, 1949.* 457-121-TI. 

4. The Subcommittee asked that the Isotopes Diviaion send to 
the members a complete re-statement of Allocation Bo. 2283 
of tritium to Sr. Jobs Lawrence. This statement will be 
prepared and sent out under separate cover. (Dispatched 
to the Subcommittee on Euaan Applications on £irch 25, 1949.) 

0. It if recognized that there nay be instances in which tbs disease from 
which a patient is suffering permits the administration of larger doses for 
investigative purposes. Applications for such uses of radioisotopes will 
be given special consideration by the Subcommittee providingt. 

1. Full responsibility for conduct of the work is assured by 
a special committee of at least three oompstsst physicians 
in the institution in whioh the work is to be dons. This 
will not necessarily be the local Radioisotope Conoittee. 
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2. The subject has riven his. consent to the procedure. 

3. There is no rea.eona.ble likelihood of producing manifest 
injury by the radioisotope to be employed* 

II. Distribution of isotopes for cancer research . 

A. Cancer research is interpreted to include the followingj 

1. Investigation of the basic aspects of normal and 
abnormal cellular growth. 

2. The development and evaluation of therapeutic and 
diagnostic procedure* for oanoer and allied diseases. 

5* The Subcommittee os Human Applications expresses confidence 
is the way the Isotopes Division is handling the allocation of 
Iodise 151* Phosphorus 52 and Sodium 24 for use in diagnosis, thsrapy 
and research in cancer and allied diseases. 

C. Cobalt 60 needles. 

The use of Cobalt 60 needles is not considered research. 

by the SubooBsmittee oa Huatr. Application! uniats the needles are 

of some unusual design or incorporate some unusual feature. 

The National Cancer Institute has standards for determin¬ 
ing those to whoa radium needles might be lent. The isotopes 
Division was asked to obtain these standards and to send them to 
the Subcommittee. The Subcommittee trill then reccsanend a way to 
control the distribution of Cobalt 60 needles, 

III. Discussion of specific items pointed out by I^r. boodruff in 
his letter of February 9, 1349 . 

A. Policy regarding field and industrial uses of long-lived 
materials. 

- 6 - 
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The Subcommittee' s opinion is that consideration of request* 
for field and industrial usss of radioisotopes is primarily one of 
safety control accountability. Illustrative situations were reviewed 
as followsi 

1« Cobalt €0 in nails to be used in wooden surrey stakes. 

e 

(Hequest So. 2330, U. S. Dept, of Interior, bureau of 
Reclamation, Great Pells, Montana. Also Request Ho. 2373, 
Tracerlab, lne.), In the use as proposed, the hazard wee 
considered nil, but this application was rejected because 
of inadequate long-tern control of the activity. 

2. S 35 in the underground firing of coal sines. (Request Ho. 
2895, cancelled). This proposal by the Southern Research 
Institute was considered safe under the conditions outlined. 

5. Yttrium 90 in aiaulated plane crashes. (Request Ho. 2863). 

The Rational Advisory Committee• on Aeronautics' proposal to 
use Y 90 stearate in labeling gasoline in simulated plane 

crashes was considered aaoeptable, providing the work would 

* 

be done in an area sufficiently remote from human habitation. 
The proposal to conduct this work on the Cleveland Airport 
was disapproved. 

4. The use of Cobalt 60 for standards (100 bo each) to calibrate 
field instruments of ths Arsed Services was briefly discussed. 
The Subcommittee on Hunan Applications felt that ths use of 
Cobalt 60 in amounts of tho order of 10O me for sta nd ardisation* 
of instruments is reasonable. If and when the Armed Services 
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make suah requests, a way should be found to provide the 
standards but without relaxation of safety rules. 

B, Hot-law of policy relative to allocations on supplementary requests 
for use in human subjects. 

1. When greatly increased amounts are requested for the asms 
purpose, as indicated on an earlier request, the decision 

as to whether the application eaa ce approved, will 
be left to the Iaotopes Division. Such applications 
should be justified byt 

e 

a) A eosnensurate increase in -patient load. 

b) An expanded reee&reh program. 

o) Provision of adequate storage and handling facilities. 

d) Assurance that personnel protection and euperrision 

are adequate for the larger amounts requested. 

* /• 

2. If the supplementary application inoludea a proposal 
which was formerly acceptable, but bos conflicts with 
revised policies, it will not be approved. The applicant 
will be asked to revise his application to make it conform 
with current policies. This application will then be suomltted 
to the Subeossittee on Human Applications for review and 
reooimendation. 

C. Review of action taken on applic&tiona for human use of 
radioiron and formulation cf a policy for future guidance. 

Dr. Holland was requested to work up data on the distribution 
of iron in the organism and to send a statement on this matter to the 
members of the Subccmittae an Susan Applications for their use in 
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wg calculation*. Th# Subcommittee would than formulate 4 policy 
with regard to ills action of iron for human use. 

D* Discussion of polioy on level of sotlrity that might be 
permitted in pro duo te end items sold to the publio. 

1. Emitters of bets particles* 

Proposals to incorporate ceta emitting radioisotopes 
in products offered for sale osn be approved if (1) 
the activity is in insoluble fora and incorporated 
permanently in inert material, and (2) the product 
produces no more radiation than 0*3 rep/vk at the 
eurfaoe. Dr. Holland suggested that a surrey be made 
is the field to determine the actual background of 
radioactivity is industrial materials. 

2. Gama emitters • 

Products containing gaana emitters must meet the conditions 
outlined above for beta emitters. In addition, when 
products arc stared in warehouses, monitoring must be 
done to show that the radiation level is in accord with 
the regulations stated In the handbook on Safe Handling 
of Hadioisotopss issued by the Rational Committee on 
Radiation Protection. 

(See Section l,(o),(2), p. 5). 

E. Clarification of polioy on hospitalisation and supervision 
of patients receiving radioisotopes through Atomic Energy Comnission 
facilities. 


- 9 - 
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Dr.'Crile’s statement is the article referred to nt dieouesed. 
The Subcommittee objected to the phrase "so supervision". It wee 
felt that patients could appropriately he treated with radioactive 
iodine without hospitalization hut that it was an overstatement to 
say that they did not require supervision * There eas son* objection 
to Dr. Crile's statement that the oost of treatment with radioiodine 
is low* Dr* Friedell felt that the present prioe is artificial and 
is lower than it should be, if ooat of production were included* It 
was pointed out that the oost has been established by considering 
the radioiodine as a byproduct of pile operation and that on this 
basis the prioe way not be out of line* Dr. Faille remarked that, 
after all, the price considered by Dr* Crile is the price noer* 

F* Ose of radioisotopee is pregnancy and in normal children. 

1. Pregnancy. 

The Subeoaaoittee on Human Applications feels that the 
use of radioactive materials in all normal pregnancies 
should be strongly discouraged where no therapuetic 

benefit is to be derived. 

• " 

2. Bonsai children. 

In general the use of radioisotopes in normal children 
should be discouraged. However, the Subcommittee will 
consider proposals for use in important researches, 
provided the problem oannot be studied properly by 
other methods and provided the radiation dcsare level in 
any tissue is low enough to be considered harmless. It 
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should, be noted that in general the mount of radioactive 
material per kilogram of body weight nust be smaller In 
children then that required for similar studies In the 
adult. 

IV. Review of' violation of "Acceptance Terns ." 

The SubooBRittss reviewed the violation of the "Acceptance Terns" 

by Dr. F. C. Henriques of Traeerlab, Incorporated. Specifically, 

Dr. Eenriques used Iodise 121 on human subjects in studying the 
behavior of Kri*-Xo Del. After study of the situation, the Sub— 
oosxaittea reoosmanded that a strong letter be sent to Traeerlab, 
Incorporated. The letter should state that & recurrence of this 
type of violation -will result is stopping shipments of radioactive 
materials to Traeerlab, Incorporated, and a thorough review of the 
entire situation by the' highest authority in the Atomic Energy 
Cowission. Sueh a letter was sent to Traeerlab, Ins. on April 11, 1349. 
Attached to these minutes are (1) a copy of letter dated April 11, 1943, 
from. Paul C. Aebersold to "Billian 2. Barcour, Jr., (2) a copy of letter 
dated April 14, 1943, from Gillian 5. Barbour, Jr*, to Paul C. Aebersold, 
and (3) a copy of memorandum dated April 14, 1943, from ftilliam S. Haro our, 
Jr., to selected members of the staff of Tracer lab, j-nc. 

V. Review of specific applications not vet acted upon by this 
Subcommittee . 

Ho. 2431 - Southwestern Radical Collage - Allan F. Reid, 

J. B. Eowell, P 32 in applicators for treatment of basal cell 
carcinoma. This application had been approved earlier on favorable 
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■ decision by three members of the Subcommittee, despite Dr* Friedell's 
objection. Dr* Friedell iu concerned because or fear that P 52 
■ight be too widely disseminated if used on filter paper plaques. 

Ho. 2661 - Southwestern liedical College - Allan F. Field # 

Gladys J. Fashena, for use in blood volume study in children. Dosage 
proposed is from one-fourth to one aioroourle Phosphorus 52 per kilo¬ 
gram. this .application was approved on February 14, 1945, after the 
Isotopes Division had received unqualified approvals from Dr* Hamilton, 

Dr* Holland and Dr* Quiaby. Bo response had been reoeived from Dr. Friedell. 
la response to a letter from 3. A. Lough, dated January 26, 1945, 
to the members of the Subcommittee os Human Applications, Dr. Quinby 
sent the letter which is quoted, herewith! 

*ln Cr* Fail la’s absence I am acting os the applications 
for isotope allotment* 

This morning your letter arrived concerning application 2661 
for the use of P 52 in blood volume studies. I had approved 
this application and sent it back to you yesterday. The 
levels which they propose using, 1/4 to 1 mieroeurie of P 32 
per kilogram of human host, are considerably below the levels 
calculated by Larinelli, Quimby and Eine, as that which 
will deliver .1 r in the first 24 hours. This is 2*4 
micro curiae per kilogram. If in ofcilcren they keep to 
1/4 aicrocuries per kilogram they have an extra, factor of 
safety of 10. 

On this basis I still feel it reasonable to approve the 
application* They should, however, understand that 
repeats are not to be done on the same patient until after 
a considerable interval of time — several months — has 
elapsed." 

On the basis of the three unqualified app ro v a ls and the state¬ 
ments in Dr. Quimby’s letter, the allocation was made* Despite 1 
this previous action and the submitted opinions of three members 
of the Subcommittee, when Dr. Friedell opened the issue again, 

2 0 0 01 q 0 

-12 - 


128 




Dr. faolland and Dr* faille thought that -this application should be 
^turned down. It was suggested that Dr* Reid should ba asked to 
state the importance of making the study in children and that the 
dosage should be no larger than one-half microcurie per. kilograa. 
Finally, the Subcommittee, assembled, decided that the Isotopes 
Division should make the allocation with the proviso that the 
Phosphorus 32 should not be used in children and with the statement 
that the Subcommittee on Human Applications will reconsider this 
deoision if the significance of making the study in children is 
established* Sihoe allocation has already been made, and in vie* 
of the careful analysis of the proposal which was made by'Dr* Suiaby, 

4 

# * 

tile Isotopes Division prefers to bsike no further action on this 
ease at this time* TThen a request Tor a supplementary amount is 
received, the expressed .desire of the Subcommittee will Cc applied 
to the situation. 

Ho. 2778 - Ohio State University - Dr. fcorton. Cobalt 60 
needles. Request far 5000 plus pieces of Cobalt 60 wire is considered 
exoessive. The allocation should not he made on e. free oasis because 
this ie not interpreted as eanoer research. The application is to oe 
denied because so many pieces of active wire constitute too great a 
hasard. The Isotopes Division is to suggest to ths applicant that 
he resuuait an application for a such smaller number of Cobalt 60 wires 
This application and the deoision of the Suboamcittee are to be called 
to the attention of Dr. Aebersold. Ho cannunioation is to be made to 
Dr« Norton until Dr. Hamilton's rating sheet has seen returned. 




The proposal, of Traoerlab, Incorporated, to ua« Cobalt 60 In 
embalming fluids was disapproved on the basia that there waa not 
adequate provision for long-terr. control of the radioactivity involved. 
VI. Revision of Fora AE^-313 . 

The Su'ooowaittee urged that the application Form ARC-313 be 
revised so as to include spaces where the following information is 
specifically requested. 

1. Dosage, both tracer and therapeutic. 

2. The name of the compound administered. 

3. Frequency of administration to the same patient* 

4. The training sad experience in the field of radio- 
- activity possessed by the user* 

6. An item to replace the one where the applicant is asked 
to eheek TES or SO regarding publication* The new item 
should read, lilAY VrF. HFXSAST. GENERAL mFOSKATIOS REGARDING 
-PROPOSED USE? IF HOT, ?LSAS£ EX? LA IS." 

Til. Development of method for replacenent on some regular basis of 
members of the Sop committee on tTumen Applications« 

It was decided that a Subcommittee member would have a term 
of four years and that the terms would be staggered in such a way 
that one member would retire from the Committee each year* The 
Subcommittee members present drew lots to determine the order of 
retirement from the Committee. Dr* Holland drew the four-year 
term. Dr. Friedell drew the three-year term. Dr. Failla drew 
the two-yeax term. This left the one-year tern for Dr* Hamilton* 

On the assumption that this drawing had been sade one year age 
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ADDZHXXJli 


Or. Joseph G. Hanilton has proposed a slight modification of ths 
rales governing approval of a request for a radioisotope to be 
'used ia human subjects. 


Os page 11 of the Tentative Minutes of Initial Meeting of the 
Committee on Isotope Distribution, U. S. Atomic Energy Couxaission, 
ABC building, Washington, D. C«, January 20, 194-8, the following 

appeared under the caption a 2* ACT205 COMPLETED" t 

* 

*2« All requests for materials to be used, in human 
subjects will be reviewed and rated by the four 
members of the Subcommittee on Hinnan Applications. 
Allocation of material* based upon the recommen¬ 
dation of the Subcommittee will be made In the 
following nasseri 

a. If a request receives four approvals, the 
Isotopes Division will promptly allocate the 
requested material. 

b. If the request receives three approvals, the 
Isotopes Division will allocate the requested 
material unless the fourth vote is a definite 
*K0*. In the latter ease the request will be 
rssubxiitted for rating to the Subcommittee 
along with the views of the dissenting member 
and a review by the- isotopes Division. If a 
request receives three approvals after the 
review, the Isotopes Division will al-loeate 
the material. 

c. If a request receives two approvals, th» 

Isotopes Division will attempt to resolve 
the difficulties causing the two dis¬ 
approvals and resubmit the request, along 
with a summary of the modified situation,’ 
for a second rating. So allocations will 
be zade in such oases until approved by 
three members of the Subcommittee." 
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Shs Sxperiraental Use of Badioaetive Material* in Human Subjects at AJC Sstab- 


’VM • J&' 


lishaents. 


“C3'^“ set 


707069 


At the request of Dr. Shield* Warren, Director, Division of Biology and ^edielnsk 
the Subcommittee on Human Application, Committee on Isotope Distribution respectfully 


Hubmita the following recommendation: 


1. Badioaetive material* should be need in experiments involving hu man subjects 
when information obtained will have diagnostic value, therapeutic significance, or 


will contribute to knowledge on radiation protection. 


2. Badioactive materials may be used in no r mal hu man subjects provided 


a. The subject has full knowledge of the act and has given his consent to 


the procedure, 

b. Animal studies have established the assimilation, distribution, selective 
localisation and excretion of the radioisotope or derivative in question. 

3. Badloaetivs material* may be used in patient* suffering from diseased con¬ 
ditions of such a nature that there it no reasonable probability of the radioactivity 
employed producing manifest injury provided: 

a. Animal studies have established the assimilation, distribution, selective 
localization and excretion of the radioisotope, or derivative, in question. 

i o i q o b i 


134 




b. Bis subject it of tonal mind, hat full knoviedge of tht act and hat 


Circa hit consent to tht procedure. 

c. Toll description of experimental procedures and calculated estimates 
of radiation to "be received by body structures and organ s are submitted. 

4. Investigations are approved (l) by medical director or hit equivalent at 
the installation responsible for the investigation, (2) by the Director, Division of 
-Biology and Medicine, end (3) fall written deeerlptions of experimental procedures 
and calculated estimates of radiation to be received by'body structure and organs 
mutt be submitted. 

5. Badioisotopes and radiation doses are to be limited as follows: 

1. Tissue radiation dose at the site of greatest concentration shall-*not 
initially be greater than 0*1 per day. 

2. The effective net half-life which a combination of the biological and 
physical half-llfs of radiosotops and/or its derivative, shall not be greater than.) 
20 days. 


3. Administered material limited to those emitting electron*'and'photons. 


-vV- 
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WAR DEPARTMENT 


OFFICE OF THE SURGEON GENERAL. 

army epidemiological board 

UNITED STATES ARMY 


T~‘-- XUC AUCtQSNF 

ComissJon'cn tiver'UtscssB 

Minneatotis M. 

Dr. Colin U. liacLuod, 
her York ’..'nivursity 
College of Medici nu 
ATI first Avenue 
Hew York 1G, H. Y. 



boar Dr. UncLoodj 


I liave given careful ccnaideration in tho past few weeks to the matter ■ 

Cl uulng volunteers in foimi inutitutiouu for experimentation, with particular 
rui'oranoo to hepatitis. Throe wooks ago 1 hucl u convoraabion with Ur. fcurnquist, 
tho Attornuy tionoral of tho Otato of Minnnoota, with ruspaot to bhu possibility 
of conducting or.porimantal work on volunteers in the Uinneuota penituutiarios. 
nr. )iui'uqui-t uuu IVivernbly inclined to tho idou and quite uptimiufciu about 
its feasibility. inter I had a longthy discussion wit?i/*jJverefct tracer (Law School) 
uiul with ,ir. Void cl* tho Division of Criminology of the department of 
Sociology in the dnivoraity. I uslced' thorn specifically whether a waivor 
iiguuu uy thu voluntuars would to legal at u labor dubu, luuufur as avoidance 
of responsibility for dinubility or death was concerned. X asked this 
qiiostion both with roepoct to a waivor made out to thu individual experimenter 
as well as bo onu assigned bo tho official agency sponsoring tho rosearch, 
thub is to nay. tho Army Kpidouiolagical hoard of bha our copartrouut. 

1'hoy did no-- buliovo ttrnt uuoh o waivor would bo of much value, nlthough 
thtj sbiitou thut so iur au thoy know thoro <ms no procedont in law bo 
determine in advance whab might happen in case of a suit. They pointed 
out thub a clover attorney at uono In tor nato wight very well ho able to 
ovortlircw suoh u waiver ana get a judgment against an oxporinentor in 
case Of u disability or evon succeed in having Him declared guilty ol 
homicide in case of a death. 

Ur. Vela staved that tlioro might bo somo recorded low iiourln;; on thie 
nmole matter Lu tnu state of haasachusetta. Ho points out thut during 
the war volunteer prisoners woro used for tho testing ”cf synthetic blood 
scrum", nnd tliut one or more deaths in addition to a numb or of severe 
illnesses rosultad. . He suggests one might got all the information about 
this from tho Commissioner of Correction of the Gtate of Massachusetts, 

Statu House, Boston. Hr. Void also informed me of an interesting point 
that may have no bearing os the present mtterj namely, that the brains 
of oriainnls executed in Hew York stato are removed by law or at least 
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Hr* Colin M* ItacLoc^^^ 
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by atuto jliirogativo, but thut tho body is not available for dissection 
unices it is unclaimed. Yihllu this is probably not carmans to tho problem 
of using voluntoers for experimentation, Ur. Void thought that it micht 
bo of intorost to determine whether thoro is any written law concerning 
this p’orogative and, if so, how it has been established. 

Thoro is, of course, precedent for tho use of voluntoers for oxporimsr.tul 
purposes, ns for example in Illinois and How Jorsey. According to my legal 
friends, however, the rosponsibility for those experiments would devolve 
ontirely upon tho individual experimenter in oaso of a lator suit or oonplaiat. 
Tho more fact that tho wardon or the state authorities give permission 
to ttio experiaantur to ask for voluntoers in no way removes his rosponsibility, 
nor doos it place uny of it on tho state. This at least la the interpretation 
that bean eraser put upon tho question, although ho admitted that ho know 
of no law by which any real dooision could be reached in advance. 

I have givun uonaidorablo thought to the mattor of whether it would 
he urtvisubJ.il to approach individuals or groups j.n Congress with the idea 
of having la7in passed relating cither to payment of compensation for disability 
or release of tho exporlmonter from liability. I am afraid that this 
waulu bo a very dangerous eourso, and that it might inf act. Injure clinical 
Investigations generally. There is a very real possibility that unfavorable 
publicity >vovl<« quickly result. L-cau Eraser and. Ills colleage* were in 
thorough agreement on this point. 

I havo cc-noluded thon that any-human experimentation must be carried 
out in the future an in the peat, on tho busiti of the solo liability of 
tho individual experimenter. 

I should bo glut®, to hear fron you or from others to whom oopie s of 
this letter are being sent us to uny alternative approaches to the problem 
that they nay have in mind. 7 think it would bo woll if someone could 
look in the i&asauhuaetts oxporionac as mentioned above. 

with kludost rugnrdu. 


Slnoeroly yours. 


C. J. Tiataon, U. D. 


CTf/vr 

aoi Col. F. Bauer *• 
Ur. '•?, ?. Havens 
Ur. J. lleofo 
Ur. J. Stokes 

Ur. J. Paul 


p.S.j I do fool atrongly, ho w ever, that if tho Aitsy 
approves and finance a a spooiflo rosooroh involving 
hunan osporinantaticn, with tho intention of accepting 
and u till sine “V praotiaal ro suits thorofree, it 
ohould bo willing to obligato itaalf to tho protection 
of tho exporimontor, at leant to 1*0 extent of 
purchasing a opaaiul lnnurcsao polioy for oaoh projoot 
of tills typo, oovoring dioability or dcath,(tjy tills I 
moan ono ocnparablo to a mlnraotico polioy, protootlng 
Clio oxporlrwntor against lator suit for compensation. 
Obviously, no publicity should be given to this.) 
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April 8, 1948. 
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/ Dr. John Z. Bowers 
' Division of Biology and Medicine 
Atonic energy Commission 
Oak Ridge, Tennessee 


32C US AT&.LTC iu-^UY 
:RG . COiciiLsrr.rj 


\ x 33£3 


«I*iEDiC::V2 


Dear Dr. Bowers: 


it'±.7. 


Mtfs^ Qj y, 

±± 

om the Isotopes 


TTe have recently obtained approval from the Isotope 
Division for human use of ?22 and have agreed to the 
condition that no more than 500 microcuries will be 
administered to any one patient within a period of six 
months. Several questions have come up which I would 
like some help in answering if you have the information 

(1) Have you any advice as to the medical - 
legal aspects of experimental procedures 
in the human involving the use of radio¬ 
active isotopes when they are being used 
simply for investigational purposes and 
not for treatment of disease? I am speaking 
now of dosage levels, for example of F 3 2, 
100-500 microcuries. 


(2) Have any malpractice suits been instituted 

against individuals or Institutions who have 
used radioactive material simply for investi¬ 
gation? Do you have any advice regarding 
insurance against such malpractice? If there 
have been suits, what has been the court 
ruling in such instances? 


(3) • Does your isotope eroup think it advisable 
to have the patient sign permission ferns 
for the experimental use so that later medical- 
legal action is obviated? 


I realize I am asking for information in realms where 
practices are not standard or well established- but will 
appreciate very much any aid you can give us so that our 
position here is clear and sound. 


cc: 

r *• 

*• • _ • I* V 

EIZ:rt 



Everett Idris Evans, T'.D. 
Professor of Surgery. 
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JLprll 27, 1?US 


Srerett Idris Srana 
Profwaer of Surgtry 
IfadicaL Collage of Yirciai* 

1200 East Brood Street 
fiiahaarad 15, Virginia. 

Dear tfr. I vara i 

Thanh yon far year recant latter requesting 
Information regarding iootopea* In Tier of the tact that 
this infaroatlao it xsro readily available fraa the 
Isotope Division at Q*k liige, I an taJ ci ag tfaa liberty 
of forrardiag a copy of your latter to Dr* Paul lob era old 
and roqoaatlng that he reply to it directly to jrm. 

X hope that you finally got togsthar vith 
Dr* mtohcll for he ressobers pleasantly haring sat yon 
in England* 


I *LH alraye be glad to help yon rith any 
problems that nay aria* is the field of atooin energy* 

Tow* sincerely. 


— n, »tp mr >a/*ftTin*r» — 

326 USiftfifat^iNERQY 
^y>.CQMMI 55 IQN _—L, 

&jl 1 ectien ^jg^aV 67 &/&£&/ JI&Z/a. 

Box 
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John Z. Borer*, 3. U» . 
Jss’t* to Director 
d-rlaion of Biology 
and Uedioise 


officeW 
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Oak Ridge, Tennessee 
fay 24, 1948 


' Or. Everett I. Evens 
Professor of Surgery 
fadiosl College of Virginia. 
1200 £. Broad Street 
Richsond 19, Virginia 


ATOMJC EwfeTtGV COMMJSi.U, 
Hile No. AECJLLI .2 ( i?- ij J 


Sear Dr. Evans* 

Zonr letter of April 8 

answer. 



J?) 


to^D^Bowera has been referred ' 


to ne for 


The questions posed In your letter are certainly important ones, and 
Z rscognise the serious disadvantages In proceeding with investigations - 
without knowing your legal position. I rsgrst to say, however, that we 
can be of but very little assistance. Jou appreciate the fact, I an sure; 
that the answers to those qusstiens would involve legal opinions on setters 
esaosralag the aatiritiss of the College and its relationships with other 

private parties. Odder these eireaasteneea we feel that it veuld not be 
appropriate for os to furnish legal advise to either party of a private 
business relationship* About all I can say is that we have not heard of 
any mlpraotice suite being instituted in connection with the use of radio¬ 
isotopes for investigational purposes. Also, we understand that scat 
hospitals do require patients to sign general releases before entering for 
trsatasnt. 

If we can be of assistance in regard to probleas concerning your investi¬ 
gations, please feel free to write as we are interested in helping when 
we can.. 

Very truly yours. 


h H, 

• Chief, T 

j Isotope, pi 

/f)$ / m* -Dr. John Z. Bowers, 
iVA l ' Washington, D. C. 
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SUPPLEMENT NO. I NAVI.941208.088 

September 19*9 

TO CATALOGUE AND PRICE LIST NO. 3 

July 1949' 



Distribution of Isotopes for Cancer Research 


1 


Use of Radioisotopes in Tracer Studies in Human Subjects 2 

Field and Industrial Uses of Long-lited Radioisotopes ( 5 1 - 


Isotopes division 
u. -S. atomic Energy covwission 
Oak ridge. Tennessee 

&EC* <U* Mdpf Tano«-P-23-40—>3* 000-A13234 
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- s ;-p-j)ISTOIBUTI<^“: 0 l^ 05 »i%S : '"FQR^CANC^^S^(^>?f £. 1 

Reference: Isotopes Division Catalogue and Prioe List No. 3> July 19li9i 
page 7# "Radioisotopes Free of Production Costs for Canoer Research." 

Canoer research is interpreted to include the following; 

1. Investigation of the basic aspects of nomal and abnormal 
cellular growth. 

2. 3he development and evaluation of therapeutic and diagnostic 
procedures for cancer and allied diseases. 

Considerable interest has been expressed concerning the use of Cobalt 60 
as a radiation source in the treatment of cancer. The use of Cobalt 60 
.needles is not considered research by the Subcommittee on Human Applica¬ 
tions unless the needles arc of some unusual design, or incorporate some 
unusual feature. . Similarly; if multicurie sources of Cobalt 60 are oon- 
. sidered as. substitutes for •ether, high energy gamma or X-ray sources for • 
teletherapy units, the proposed use would be looked -upon as canaer re- 
searoh only if the techniques to bo employed departed from those already 
established for the gamma or X-ray sources, or if a considerable -program 
is to be undertaken with the unit on the biological effects of radiation. 
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TIsE USE OF RADIOISOTOPES IN TRACER STUDIES III IIULAIi SUBJECTS 



30, "Allocation Policy for Radioisotopes for Use in Nedicina. 


I. NORKM ADULTS 

A. Beta and Ganna Emitters ivith a Biological Half-Life of 20 Days or Less. 

Applicants v/ho desire to use radioisotopes in normal adults should sub¬ 
mit a statement of the results of animal experiments, or adequate 
rcfsrenoe to the literature, concerning the following points 1 

1. Metabolism and distribution of the radiomaterial in the 
form administered, 

2. The tissue of highest concentration and the relative concen¬ 
tration therein. 

3. Eie relative oonoentratioas in the tissue of interest 'and particu¬ 
larly radiosensitive - tissues such as the gonads and henatopoictia 
system. 


ii. . The biologioal half-life of the radioisotope in the tissue of 

highest concentration, the .tissue of interest and the particularly 
radiosensitive tissues. ■ 

B. Bata and Gamma Emitters with a Biological Ealf-Life Greater than 20 Days. 

In general, for isotopes with a biological half-life greater than 20 
days, the dosage in the oritical tissues should be such as to conform 
to the limitations ■which 7ri.ll he set by the national Committee on Radiation 
Protection. In special oases, however, the Subcommittee on Human Appli¬ 
cations may permit the use of such radioisotopes in higher dosages. 


In vietr of recently accumulated information, the Subcommittee on Hunan 
Applications is prepared to consider applications for use of certain Carbon 
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LU. compounds in human subjects. 
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be reviewed separately by the Subcommittee an Elman Applications. 


II. NCMIAL CHILDREN 

In general the.use of radioisotopes in normal children is discouraged. 
However, the Subcommittee on Human Applications will censider propose', 
for such use in important researches, provided the problem cannot be 
studied properly by other, methods and provided .the radiation dosage 
level in any tissue is low enough to be. considered harmless. It should 
be noted that -in general the amount of radioactive material per.kilogram 
of body weight must be .smaller in children than that required for 
similar studies in the adult. 


III. ITOPiiAL PREGNANCY 

The Subcommittee on Human Applications feels that the use of radioactive 

materials in all formal pregnancies should be strongly discouraged where 
no therapoutia benefit is to be derived. 

IV. SPECIAL PATHOLOGICAL CONDITIONS 

It is recognized that there may be instances in which the disease from 
which a patient is suffering permits the administration, for investigative 
purposes, of doses larger than those recommended above for use in normal 
subjects. Applications for such uses of radioisotopes will be given, 
special consideration by the Subcommittee on Human Applications, 
providing: 

1. Full responsibility for conduct of the work is assumed by a 
special committee of at least three competent physioians in 

- 3 - 


145 












not necessarily be the loaal Radioisotope Committee* 

2. The subject has given his opnsent to the procedure. 

3. There is no reasonable likelihood of producing manifest injury 
by the .radioisotope to bo employed. 
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The primary-problem involved in. field and industrial uses of radioisotopes 
is that of safety control and accountability. If a radioisotope is to bo 
used under ether than laboratory conditions, the plan should provide for 
long-term control of the activity. Ihe amount of activity involved is an 
impox-tant consideration. So also is the type of radiation emitted by the 
radioisotope in question. The likelihood of exposure to radiation of 
persons who could have no knowledge of the presence of the radioactive 
material, or of its potential danger, must always Tje considered. 


.FIELD USES 

An application for use of. a.radioisotope in a field study should usually 
be supported by: 

1« A detailed outline of the experiment. 

’ 2. A map of the area, showing topography. 

’ 3. A full description of-the .distribution of the h uman papulation 
and the livestock population in and near the experimental areas. 
U. A statement concerning the relationship of the experimental area 

to water-sheds from which domestic water supplies are collected. 

5 . A description of the underground strata with reference to likeli¬ 
hood of movement of water and fixation of activity by mineral 
components. 

6 . A statement regarding the degree of control which can and will be 
maintained over the experimental area. 
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IIIDUS TRIAii ;USES 


ij; * i»' ii i ~* ■ hi | (_ i i ~ r n»i7> | »~ **ir< ^ y » tm * i \ ~>l**_* . J 1 i . r~~" V *7'* p —— *' . 

: XVifiiis^'ial%ppli'aatf'!to? Of radlo^3'^^a’' l ^aliv^!nto-1 ih: eo-^itior Si' ! groUp'e 

1. Cases in whioh the activity is mounted in a device used to control 


industrial processes. 

2. Cases in -which the activity is used in a process, but does not ap- 
• • , 

pear in any product sold to the public. 

3« Cases in which the activity would be present in produots sold to 
the public• 

In tiie first situation the factors to be considered are much the same as are 
pertinent to use of radioisotopes in -laboratories. . If the activity is well 
shielded, otherwise controlled, and under the supervision of trained workars, 
the use would be considered feasible. 


The third case raises the question as to the level of aotivity whioh might, 
be permitted in products sold to the public. The situation is.somewhat dif¬ 
ferent for beta emitters than for gamma emitters* 
a* Beta ray emitters. 

.Proposals to incorporate 'beta emitting radioisotopes in products 
offered for sale can be approved if (l).the radioactive substance 
is in insoluble form and incorporated permanently in inert mate¬ 
rial, and (2) the product produces no more radiation than 0.3 rep 
per week at the surface, 
b. Gamma ray emitters. 

Products containing gamma emitters must meet the conditions outlined 
above for beta emitters. In addition. Then products are stored in 
warehouses, monitoring must be done to show that the radiation level 
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’ Js&efyiorandum • united states government 

A. E. Eollsnd, Jr., Direotor of Eeseeroh DATS: Ootober 5, 19i9 

and He die 120 

Paul C. Aebersold, Chief, Isotepos Division 
USE OF EADIOISCIOPES H SDUAS SUBJECTS 


IRjSAL 


Baferenoe is made to c cmmunic ation of August 
Dr. Shields Warren, Director, Division of Biology and Medicine, regard¬ 
ing allocation of radioisotopes to be used in human subjects. It is 
noted that Dr. Warren instructed"that such allocations would be made by 
the Isotopes Division only after review and approval by the Subcommittee 
on Euman App lic ati ons of the Committee on Isotope Distribution. It should 
he emphasized that the instruction applies even though the radiomaterial 

is produced in the laboratory where it is to be used. 

% 

Since this' procedure has not been uniformly followed in the past, we are* 
writing to acquaint you with the appropriate details. Enclosed is a copy . 
of our latest catalog. On pages 30 and 31 ere presented the criteria.. 
governing the distribution of radioisotopes when these substances are to 
be used in humans.- Enclosed also are six copies of Isotopes Divisids. 
Circular D-4, which* contains the same statement, and which may prove con¬ 
venient to you in the process of acquainting members of your staff with 
this procedure. 



11, 1949, seat to you by 


Obviously applicants for radioisotopes' to' be used in human subj ects will 
need to submit more information than has been offered on previous appli¬ 
cations submitted cm Form AEC-658. For the ocnvenieace of this office 
and.of the Subcommittee on Euman Applications, applications should be 
su bm i t ted on Form AES-313. Special attention should be given to the 
information asked for ca pages 30 and 31 of thB Catalog end Price list 
So 3, July 1949. We shall assume, as in the past, that instrumentation,' 
both for measurement end for health physics purposes, is .adequate at 
Commission .laboratories. It will not be necessary to use Part 2 of Form 
AEC—313. The Subcommittee has insisted that a physician be connected, 
with all proj acts in which human subj ects are used, so as to insure that 
the clinical care of the patients will be provided for. It should be em¬ 
phasized that each application should be accompanied by a formal, written 
endorsement, signed by the Chairman of the local "Isotopes Committee, n the 
reccrsaended membership of which is. outliaed ca pages 30 and 31 of the. 

catalog. Tour special attention is called to the Subcommittee } s insistence 
that a complete dosage schedule be submitted with the application. 


NARA Atlanta Archives 

RG 326. 63A109S 
OR Division of Research 
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' IHnADIAXION <7 HUHA2I SUBJECTS AS A KEDICAL EXPEKZJIEOT 
Robert 5. Stone, tt. D. 

Professor of Radiology, University of California School of Medicine 

San Francisco 

TIE KEg} 

If tl» Air Fores, tilth the Iwlp of Uepa, succeeds In getting a nuclear 
parrcrod aircraft, it is "very unlikely that it trill be possible to shield the 
crew in such a nay that they will not receive larger titan maximum permissible 
exposure to radiation on any ono mission* If another war develops and the 
Amy is called upon-to occupy territory that has previously boon berated by a 
nuclear powered weapon, the troops will have to bo exposed to greater titan 
usually^ permissible amounts of radiation; and tbs sane con be said for tho 
Mary if the men because of necessity have to operate a ship that hss been 
contaminated. In all of these'instances both those who have bo direct tho ■ 
forces and the men themselves will want to know what the risks are at various 
levels of radiation exposure. It is extremely important that those in c o n c a nd 
can talk intelligently and convincingly from experience gained on human beinrB 

During and since the last war. Billions of dollars have been spent by the 
O.S*IUD., ths Manhattan Project and the Ataaio Energy Commission to carry out 
- experiments with animals aimed at determining the effects of levels of irradiation, 
using single, multiple sad chronic exposures* In general, the conclusion hns 
been readied that, not only each species of animal differs from every other In 
their responses, but also various strains within a specie differ. The differences 
can be found both when studying lethal effects cf large doees and minimal effects 
of small doses. Moreover, it has not been possible to get agreement as to hoir 

FAIRCIOTD BJOIKE A1ID AIRPLANE CORFORAIlOH SO 4 5 6 
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'Oron tl» rosuits obtained an animals to the results to bo expected 
on humans* The Radiologists, through a committee appointed bT the Hh dialogical 
Soeiatjr of Ifarth Axsrica, triad to reach acme conclusions from their clinical 

experiences, with patients as to what changes night be expected from various 

, • * 

* ' * * 

lavalfl of radiation* "The a nswe rs given by the Tarious doctors to questions 

asking for the amounts of radiation required to produce specific effects sere 

so divergent that*one cannot use them with aiy feeling of confidence* YJhile 

acce physicians are silling to sake very positive and definite statements, 

others with equal experianes in therapeutic radiology* are willing to contra- 

diet the first group. All of which means that from previous experience no 

< ♦ 

uniform conclusions can bo drawn* 

Whan anyone attempts to tell people that it is perfectly safe .to do a 

i 

particularly hazardous Job, using as tin basis of tlnir statement animal 

* 

experiments, it does not have nearly as convincing an affect as the statement 

• > , ■ 

that pr ev i ously htnan beings hove gone through similar experiences without 
.deleterious affects. 


TOE HAZARDS 

Khan ona speaks of doing experiments with radiation exposures using 
people, it is necans&ry to consider what type of exposures ars contemplated. 
"With the uss of' an drain it is frequently customary to start expariaents with 
exposures that will cause the death Of the animal and fron that figure work 
down to the dose that will cause the Minima detectibla changes* The pro¬ 
cedure could not be cectasplated in the ease of htean experiments* Having 
learned from anJwals the qualitatire affects that ars to b« looked for, one 
can start with adnixtas doses-which will ba expected to cause no dstectible 
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effect and work from - these to higher levels Khars ninimtae-effects night bo 
detected. 

It mist be admitted that any amount cf irradiation causes seme genetic 
effects, but witliin the ranges that should be utilised from human experimentation 
the number of incraasod genetic changes would bo so seal I as to be undo too tihle. 

One effect of irradiation which could be detected nben no other effects 
were, discernible ira a the sliozttoning of the life span. However, tliJs can be 
detected nt low levels only by static tics covering whole groups, not in a oarticu- 
‘lar -individual case. It would therefore be sera what theoretical in the ranges 
that should be utilized in human experiments. Changes in the peripheral blood 
would probably be tlie first changes to be noted within'the low ranges of ejqxscurea 
of humans, .but at the low levels of exposure would be alight and transcient. 

Itcmbers of the Hepa Medical Advisory Committee drawing on thoir own and 
their follow scientists' experiences, felt that with doses below ljp r there 
would be so small a chance of producing any late effects that such'effects os 
the production of leukemia could bo entirely ruled out. 

A plan of attack could be to first expose some people to 25 roentgens of 
total body irradiation and observe thea for a period of time. Such a level of 
exposure Is not too uncommon in the practice of radiology. It has been used 
In the treatment of patients with arthritis, generalised cancer, polycytliesiia 
vera. and loukcnin* IT and when it 1 is fomVl that a significant number of 
relatively normal pecjlo exposed to 25 roentgens have shown ho signi fican t 
changes than tlw experimenters could to to double this done, namely, 50 
roentgens. The next logical step would be to give 50 roentgens and repeat it 
in a week | if nothing happened at this level they could then proceed to expose 
normal people to 100 roentgens and probably to 150 roentgens. Exposure of 
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«md magnitude are not new and bars boon given to toman balnea -who 
mrs slok. From this sxperfsnco -with sick people it seems unlikely that any 
particular parson would realise that any damage bad been done to him by such 
exposure. 

To be able to toll a group of pilots that normal toman beings had been 
voluntarily exposed without untoward effects to larger dosea than they would 
rocnivo vhila carrying out a particular mission, would be of inestimable Talus. 

The extremely small hazard of undotectibla genetic effect, undotnctlblo effect 
.on the life span and possibly slight effect on the blood picture are tiw cx- 
trenaly snail hazards that must be wnighod against the r el tie of having actual 
experience with exposure of tomans. 

PRECEBatlS 

The use of tossan beings in medical experiments is not now and the hnsarda 

Involved in any particular experiments have often been nrueh greater tlian those - 
4 * 

oontanplated hare. Is. fact one night say that the mass voluntary experiment 
which the American public is now ca rryi ng out with tho antihiata nln ica is 
fraught with mors unegrtainty thai would be those proposed experiments with 
radiation. Ho one has as carefully studied animals taking antihistauinics ever 

& long period of tine aa they hare studied animals receiving radiation. With- 

* ‘ 

Out going into ancient history one wight point out that in 1798 Jenrwr used 
toman beings to experiment with his vaccination against,smallpox. The experi¬ 
ments of Ralter Heed with the jnUcw fever is another evidence of the uses of 
Inman beings for nodical erperinents even whan tho possible result was death. 
During the rveent war, prisoners in federal and state prisons werB used In 

several different types cf nodical experiments,’ notably those involving the 
testing of drags fer the treatment of malaria and those involving tho use-of 
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na~8uboti.tu.tos. The United States Public Health 5ervico mas involved 

in experiments conducted on prisoners inttha federal correctional institution 

•» ” * 

at Scageville, Texas. The Illinois state prison at States Tills sas uaod Tor 

malaria nork in Trtiich the armed forces sere involved. In medical schools 

otudonta frequently volunteer to try tha affacts of drugs on themselves. 

It is thus obvious that the use of volunteers, "nhather obtained from 
• + 

among prisoners, scientific circles or nay- ;jrottps, is not unusual. 


tiu: ethics or irjim rarenpinrrATicN 

Doctor'Ivy opened hia discussion of "Tte History and Kthics of tho Use 

of Human Subjects in Uadlcal Experiments”- with the fo Homing paragraphi 
"Ethics wjshs thinking sincerely about rules for human conduct. Erperiirwntatl ca 
is a highly intellectual form cf human activity. Itence, it is appreoriate for 
^experimontors to consider the ethics of their activities." (fedonce, July 2, 
1948,—Sal. IOC, page 1.) He goes on to chow tJiat the moct important reqjLre— 
nzrnt in the ethical use of hrmuxn beings as subjects in medical eeperinonts is 
that they be volunteers and further Its states that volunteering exists ithon a 
person is able to say yea or no Tdthout fear of being punished or of being 
deprived of privileges due him in tho ordinary course of events, and I might 
add, "without the "undue pressure" of a promise of some great remard other than 
■elf satisfaction. 

He House of Delegates of the Annrlean Medical Association laid down 
three requirements to be satisfied in connection with ethics. First, the 
voluntary consent? of the person on whom tho experiment is to be prrforxredj 

CD 

second, tha danger of eaoh experiment must previously be investigated by 
animal «q>erinentation and third, tho experiment must be perfo r med under 10 
proper medical protection and management. A Ccmsittee appointed by Oovemor 
Ihright II. Green of .Hiinola, to consider tbs ddiics governing the service of 


prisoners as subjects in medical experiments after 'pointing out that medical 
scientists, nsdical students, soldiers, sailors and otter volunteers ‘have on 
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itjt occasions oervod as subjects in medical experiment* designed to odranc, 
human welfare, enlarged an theea ethical statements in the .following wayi 

"1. Consent of the human oebject must be obtained. AH subjocts have 
been volunteers in the absence of coercion in any fox*. Before volunteering. 


tho BUbJocta have bean inforsod of the hasards, if any." 

”2. Tho experiment to bo performed must be baaed oh the results of anim al 
experimentation and on a knowledge of the natural, history of the disease under 
study and must be so doslgned that the anticipated results will justify the 
performance of the experiment. ' The experiment ouat be such as to yield results 
unprocurable by other methods of study’ which ara necessary for the good of 
society. 0 

B 3» The experiment must be conducted (a) only by scientifically qualified 
parsons’and (b) so os to avoid all unnecessary physical and mental suffering and 
injury and (c) only after the results of adequate animal exp erimentation liave 
eliminated any & priori, rpason to belisTo that death or disabling injury will 
occur. If 'there is ary a priori reason that accidental death or disabling 
injury may occur, as in such experiments as those of 7Talter Reed in which the 
mosquito was demonstrated to transmit yellow fever, then nodical scientists 
should serre or should have served as volunteers along with nonacientific 
personnel." (journal of tha Jaerlcsn Medical Association, February 14, 1948, 

Vol. 136, #7,' page 457.). - 

In the proposed experiments* 

a) Tha subjects can be volunteers and can be told of tho hazards. 

b) The hunaa experiments can be based oa animal experiments.. 

c) The anticipated results will Justify the performance of the experiments.. 

d) The results cannot be procured by ary other method of study. 

e) TI» results are for the good of society as a whole. 

f) There is no a priori reason from animal experiments and human export. 

FAIRCHILD BOTIIS AND AIRFLA1TS COKPOHATIW Cf] 4 5b 
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to «xpoct unnecessary physical or'mental. suffering 


. PUBCAUTiora 

JTben ths axpariiiefcta are done thoy must bo aoodusted by scientifically 

qualified persons* 

% 

Adqquata anlsol oxpnrirwnts and nodical use of radiations on sick people 
hare already eliminated any possibility that death or disabling injury xlll 
Occur as a result of the proposed experiments* Iho use of patients (sick people) 
has not given aJL of tlw answers desired because tlioy mere abnormal to begin 
Kith and often respond abnnroally*- 

mg use rnisaiEns 

IX one sure to be satisfied nith the results from radiation exposure that 
night occur nitliin tin first few weeks or months, ary group cf volunteers rrauld 
be useful,' but sines one wants to knew «imt Trill occur years after an exposure 
it Trill be necessary to have a group sued; tliat all oi tlEC cnr. be followed for 
a long tine* life prisoners are the ana group of people that arc likely to 
remain in etui place uhero tIwy can be observed for a great many years. 

L0CATI3I JF Kj^nCmnTAL ArrAKATJS 

To carry out experiments of the type envisaged Trill require tluxt tlie 
conditions of exposure be. as marly similar to those of numbers of the mused 
forces as possible. Io meet this condition requires that the body as a whole 

bo exposed rather than-ary part and that the exposure be Kith a penetrating 

# 

• • 

type of radiatim* OX course ths best source of radiation xculd be an atomic 
pile shielded in one area by the same materials as might be used in an aircraft* 
This would be an extremely difficult procedure and would tie up a nuclear po wer 
plant for s considerable amount of time. The conditions could be moderately 
Simulated by. using penetrating g- raya from a 250 or mors kiln-volt x-ray 
machine or by using the gentna rays from a radiocobalt bomb. In dthnr overtt 
the source oC the radiation would have to be a t a considerable distance from 
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’roiunte« re« This requires a. relatively strong sourcn, a relatively 


large roan and adequate protaction around tlw roan* This would be a rattier 

mqjenelTo installation and therefore could not be moved around the country to 

different locations* A large prison frith a large relatively fixed population 

wculd aocn to ba the Ideal place to establish such an installation* 

• » 

In addition to the requirement for irradiation, it will be neconsary to 

have good clinical facilities and laboratories to carry out a nuaber of tests 
by a relatively stable group of investigators* 

. Tbo constancy of the population, tl» ability to have continuity of ob¬ 
servation, and the economic use of equipment — all point to the conclusion 
that a prison provides the best location. 

OTHER C'BSmEatTIgg 

It should be horns in mind that for the purpose of obtaining short - tsm 

results, other types of volunteers than prisoners night be used end valuable 

information obtained* Patients with incurable cancer such as those having 
• * 

Multiple netastaco* night volunteer. In order that the results fror* experl— 

• * r 

neats using them could be of any value, only those should be used who could 
be expected to bs free from constitutional symp taoa from their cancer Tor 
l ateral months f allowing their treatments* 

Certain scientists might be willing to volunteer for speoiflo dose*, 
mVhere again the likelihood of their being followed with any eons latency of 

“ . *4 * • 

' dbswrvation ever long periods of tir* is alight. They move around the country 

so that the same clinical and laboratory groups could not follow then* 

• • 

J'P-h.: Thera are mreroua people in the general population who night volunteer 

.•y2r'£> ~' •’ ... 

.t&Bir Services, but hem again the possibility of consistent co nt r ol led eb- 

.iflrnLiion is the big handicap* 

• ‘Tire uco of individuals below 21 years of age should not be permitted 
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■ iu.JLr"aUj- cojulTEions because such individual ounot JLegBlay vnlu.it-',-.>r. r. *"*• 

• below the nenopauae (unlaos. they have incurable--cancer) probably' s'lu^id ;n - t ~ 
used bo causa of psychological factors* 

elusions 

Hast people fear known hazards to life, but wan they ca*< ca]ei*.l.-d« 02 : 
thiiik they can calculate the risk and when they understand or t:. ng L’ltiy ind«»i~ 
stand tiie hscard, they are often willing to go ahead. On the c*. —:r =n 

tlm rink is not calcuolblc and tho danger is not understood, pec;..>lc •:»r« siore 
likely to bo aontally disturbed at exposing themselves to such c-.u-li tl-nn. jhilo 
& great deal is known now about radiation hazards insofar as m.'.n'L, me can- 


earned, ve know relatively little so far as tha ncrnal l»altlj 3 •►•la; *6 

concerned- Ho know that radiations. can kill people Iran the cwj.-rj»-*«es“ at . 

Los Alaaos, Nagasaki - and iliroshinaj but iro do not know the dot-o rt-.r- to 

kill- ••e 'inon tiiat doctors wiio have received daily exposures c 1 _ «ler Urn.* 
normal asounts-iiavc developed cancer of tlio skin or loufcanis, hut- not 

know .the aoocs that they received, Vith the increasing use of xr.n . 
for diagnostic purposes and of radloactiro naterials for invert!; at 5 rv 
daignostic and therapeutic jwrposea, wo are likely to learn acre in li.c Ctifcum 
about single and repeated exposuroa to radiation, but the data will 1 .- juncctimJrs* 
The value of one or two good controlled experiments on a* ! p/i:«!«•!.V.* • 

over a period years would be of insatimblo Talus to the adrarcn_°..^ af 

e 

knowledge of radiation effect** The ability to say to axiaed truv.pa a.-id ciri Man 

cosETunities that you know froa experiments on huuans what the e/T*»c^ M t:r* 

• • • *, 

radiations will b« both in regards to short tcraand long torn er.{ ; -u.i*, »;.d 
thus to place thoir knowledge of radiation dangers in the ssz» caie,;-:.?-- as t!r> 
knowledge of the hazard of flying over enen y territory, would be. of l.uostirnblb 

so ,j 5 a 

tujsosld nraifE juzd airitage c-jRFCR»iio’.j 

kspa urnsioK, p. a. ke 415, oak rues,- imoi. 


C.CwT.F^: 
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MEMORANDUM FDR THE SECRETAH Of DEFENSE 24 

Subji Recommendation that the Armed Services conduct experiments 

on huarui subjects to determine effects cf radiation examine 

Raf* (a) Memorandum to Secretary of the Navy from Director of 
Medical Serricas of 3 April 1950 

1* The Panel on Atonic <7nrf&re of the Research and Development 
Board has agreed that a a curate experimental data on the biological 
effects of known levels of radiation exposure in human subjects is 
essential for complete knowledge of the problems involved, 

2, It is believed that the procedures proponed by the Chairman of 
the Subcommittee of the HEPA Medical Advisory Committee are sound 
from a research point of view. It is further believed that the prr 
pon&l to tise long-term prisemorn, ulth the eafegusrcs cf exposure 
levels and the insurance of n true volunteer status, meets the 
requirements of accepted Aoorican standards for the use of human ' 
subjects for research pirposos. 


XiSiF fi- 


Prepared by* Rear Admiral T , C, Greaves (HC) US5 
Assistant Chief of Bureau, for Research & Medical 
Military Specialties, BuMed 
Potomac Annex, Bldg. 4» Pm* 34 
.Ert, .5110 
18 Apr 1950 
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US 1)015 ARCHIVES 
326 US ATOMIC ENERGY. 
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1 ALC:I?AL GREAVES: Kell, Dr. *>uriham has giyer. a very; excellent* ; ,"V 

... ’ 7 - , 


£*,. j : rf V.;.; 

ascription of the experimental v/ork and studies"‘that ?are"being carried 


^ ^ 5 n in many fields. Our problem in the Navy is of course similar to that 

£ of everyone else. Our personnel will be liable to injury and liable to 
^ % become casualties the same as anyone else, so we are interested in all 

rtJose explorations in the field of hemorrhage and infection and the 

"ii /j ^ 

< ~^ ^ \j oi her things in prevention* In addition to that we do have some problems 

I 

.2 tlat are peculiar to the Naval service* 


« <J n fa 


I' ill 


= x 2 for example, being a sea-going outfit, we ere particularly 

-® ® o 

S3 fa 

-interested in material damage to the vessels and to contamination that 

night follow the type of explosion that would occur under conditions 
at sea. This subject has been studied and is being studied out at the 
research laboratories at Hunter Point, and they have discovered some 
interesting things. 

For example, they have found that contamination is reduced very 
markedly if the surfaces are wet at the time the contamination occurs* 
\ If the contamination occurs on a wet surface the decontamination can 

■L a 

\j be effected to an extent of about 9o percent* If the contamination 
occurs at a time while the surfaces are being wet, they are being 

-ll • 

,i flooded with sea water for example, it can be reduced to 99 per cen$. 


M 


If they can work out some system of getting an ala rm to start 
flooding the weather decks of the ship and then cut off the flooding 
so that Ihey to n’t be flooding contaminated water from ever the side, and 


. get out of that area where there is an amount of good pure water, they 


\ cf 3sse&ycet aproblem *?rhich is very important 

\ ^ . **’ . S/>a 
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Another thing that we are interested in is sore thing that has 
not been mentioned. here, or I missed it if it was, end that is the 
effects upon personnel in a submarine, for example, if we succeed in 
powering such a submarine with an atomic engine* 

Tie know that personnel that are subjected to radiation, doses of 
radiation, if "they are put at rest, their chances for recovery are 

pretty good in many cases, but that condition does not prevail in a 
submarine* They must keep on the job, and there is an element of work 
and fatigue and all of that sort of thing which we all know increases 
the effect of radiation* 

That is aproblem that is more and more coning to be thought of by 
our prople that are interested in this* 

Of course, we are also interested in a way if it is possible, to 
protect individuals against the effects of radiation prior to their 
being exposed to radiation* Dr, aruger out in Berkeley and the people 
across the Bay at Hunter*s Point are working on experiments and-projects 
on that line, 

I have brought with me two people who know more about our radiation 
problems and perhaps they might have something to say, 

CAPTAIN BEHRSKSs I have nothing much more to add, TTe are 
naturally interested in the contamination and decontamination becashe 
of the increased susceptibility to the effects of an under-water burst 
and as Admiral Greaves pointed out that problem is of considerable 
concern, and also the problems that might be associated with nuclear 
reactors. That brings in the whole matter of calculated risk which 
all of the services are interested in, and it is not only the services 
„but probably the civilians as well. 
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There is no way of tellingj in certain localities, at aiy rate, 
whether or not there might not be an under-water burst. In most places 
it is quite obvious that such a use of an atomic bomb would not be 
profitable, but here and there it might be, and of course there miggh be 
a ground level burst*. 

The net outcome of that would be that you might be faced with the 
necessity of sending rescue parties or salvage parties into contaminated 
areas either for purposes of rescue or again for purposes of following 
up in the military venture* So the problem of calculated risk comes 
in, ^nd that is of course an area in which we would like more information* 
tfe have plenty of information about patients but we don't have too much 
information as to what the effectiveness of p rsonnel are going to be if 

they are esposed to something like in the neighborhood of 100 f?, because 

it is a different proposition when they are working than if they are 

patients, and can lie down and rest aid get good medical attention 

between the times when they get the treatment* 

They are interested in seeing how effective they will be and hair 

■» • 

much their morale might suffer and how the remote effects might be 
affected by the amount of work and effort and exposure to various 
aspects of the environment* That orginarily doesn't cause us too much 
concern, that is exposure to heat and exposure to cold and fatigue* 

".fe usually don't think too much of that, but when it is added -to 
radiation, it could make quite a difference* For instance, we have 
lost several sets of experimental animals in which they ware studying 
the LD-50 because the truck broke down and they were exposed to hot 
weatner for a few hours and then the whole outfit died instead of as 
seme reduced percentage of them* 






So that is the type of problem I think we are all Interested in, 
both civilian and military. Tnat is about pH that I have to add to 
the discussion. 

CAPTAIN HAIGHT: I think the only thing that could add that 
might have some value would be a questioned anoxia* It has already 

been proved definitely that extreme anoxia has aprotsctive effect, and 
the aviators are particularly interested in that. * They would like to 
run that from extreme anoxia to partial anoxia, and see if partial 
anoxia would give some protective effect because the condition of the 
atmosphere in a closed cabin plan can be quite carefully controlled* 

It would be theoretically possible if a modem anoxia was helpful to 
produce that effect within the plane. 

DR. WAEHEK: Have you in mind the figures of Dr. Dowdy 1 s experiments. 
Dr. Dunham? 

DR. DUKHAii: His was something like 90 per cent or 95 percent 
nitrogen and 5 par cent carbondioxide, and it was practic ally total 
anoxia, and the Argonne National Laboratory has followed on with some 
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smaller organisms in the same type of work, and I don 1 1 believe they 
have found appreciable effects unless they go tack practically to the 

whole limit. 

I waulon* t perhaps want to go on record with that statement, but 
I think that is what they have pretty well decided. It has got to be'a 
really gross anoxia. 

DR. wARREU: I would like to ask General Pcwell what he would regard 
as tae pretty critical level as far as oxygen is concerned, and where 
would hB start to worry about th$ ability of the pilots to properly carry 
out their job or the bombardiers to do their work performing it properly. 



GE.NZ5LAL P-JASlXs ITell, 10,030 feet is the general level at which 
vre require them to take oxygen because of the effect on night vision. 

DR. YfAHRENj So that any significant amount of anoxia as a means 
of radiation protection at least, you ironed be afraid of that from the 

operational standpoint? 

GZ2u3RALPO'«VELLr That is right. 

CALAIS HAIGHT: I have nothing further.. Thank you. 

GENERAL COQwSX: General Bliss was unable to attend this afternoon 
and he sand his regrets* IdidnH know until fifteen minutes ago that 
I was to substitute for him* 

The Army is doing very little work on ionizing radiation because 
they feel that the field has been so well covered* They are very much 

i 

interested in the thermal bum problem and they are carrying on extensive 
studies along this line* 

I attended a symposium last week at ARC on this problem and I was 
tremendously impressed with the amount of work that is being done, and 
the amount of information that has been accumulated but I was more 
impressed with the complexity of the problem and the care of thermal 
hums, and I certainly am convinced in my own mind that there just is 
no simple treatment for the problem of thermal bums* 

I thought the one good cheerful note in the whole thing was the 

i 

use of blood substitutes. T7e had a man from Sweden and one from Scotland 
and several from England and apparently they are using aextran, and it 
looks, I would, say, quite promising along these lines. 

I think the one big problem that we have and the one becoming more 
acute and the one which I feel we do not have the answer for, is the 
reaction of the soldier to ionizing radiation* I believe it is becoming 

•5T 
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nore acute because 1 think that the use of the weapon as a tactical 
weapon has now gone beyond the realm of possibility and into the realm 
of rr ofcability. 

I«'ow, we have lots of experimental work oh animals and wa have lots 
of cases of whole body radiation treatments, but all of them in patients 
and we have no controls and we don't have anything that we can put our 

finger on. 

A few years ago I asked- the radiological society of North America 
to give me the answer in this problems How much ionizing radiation can 
a healthy soldier take and still perform his duties? They wrote letters 
jro every radiologist in the country and received six replies as to 
patients who had received whole body radiation* Host of this work was 
■unsatisfactory because the data was very poor*- I don't believe we can 
go too much on our Hiroshima and Nagasaki studies because there s~e so 
many complicating factors* 

Dr* Edward Everett brough out an interesting point in his thermal 

work with dogs, and found out that aslittle 100 R to a dog with 20 or 30 

■+. * 

per cent body thermalbom is very, very important, and so I think the data 
from Hiroshima and Nagasaki is colored* There were thermal injuries in 
poor states of nutrition* 

Now, at every conference I attend of the military, I am asked by 
the line officer how much radiation can a'^kn take? I tell him whatjl 
think, and they they ask me where I get it, and that is where I fall dorm. 
I tell them that I think men can take 100 3* 

Well, ax a result of this conference in San Francisco, we found that 
one question that was asked was how much ionizing radiation, an acute dose, 
will he required to put ai individual out of work in so far as the s’my is 
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concerned. The answers varied from 6 00 R to 2$R, and 300 R by 
Tenplenen and Cooney, and 2$ R by Dr. Fortran, a very outstanding 
radiologist. 

At our meetings we will have one doctor in the service get up 
and say that you can take 100 R, and another doctor in the service get 
up and say, “I know that 25 R will make patients sick." 

So we are very much in a quandi^y and we have a responsibi l ity thd; 
is tremendous. If this weapon is used tactically on a corps or on a 
division, and if we have, say, 5,000 troops who have received 100 R radia¬ 
tion, the- Commander is going to want to know from me, °Is it all right 
for me to reassemble these sen aid take them into combat? 0 I don T t know ■ 
the answer to that question. 

I«ow, I can't see that we can statistically prove it, and I don't 
believe we can take enough of normal, well patients and give- them whole 
body radiation so that we will prove anything to the statisticians, hut 
I do feel that if we had 200 patients that we could say, ”TTe have }?Iven 
these people 25 R, or 50 R, or 100 R, or l5o R, n I would he willing to 
stop there and say you did or did not affect them. 

I think psychologically it would make a lot of difference to the 
soldier if we were able to tell him that, that this is a little different 
than any weapon we have used before, and they realize the machine gun 
and the other type of thing, but they don't realize That this is, and if 
we can assure them that we have something pretty good to put our finger 
on, I don't believe.that otherwise we are living up to our responsibility* 

. Personally I see no difference in subjecting men to this than I do 
to any other type of experimentation that has ever been carried on. 


Walter Reed killed some people. It was certainly the end result that was 


very wonderful* Shall we wait until we find out and force people and force 
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thousands of youna nsn perhaps and nsybs loss the battle as a result 
of not knowing, and so on? 

",7e force people to crawl through the infiltration plants for a 
purpose, and in doing so cany of then are killed ana we had some killed 
just last week, X think that we have a very definite purpose in mind 
here, and I personally feel it is our responsibility and we should sake 
an e ffort to try to answer the problem. 

I feel that we can get volunteers both officer and enlisted to taka 
up to as much as 100 R and 15>0 R, whole body radiation^ 

IS, GR3GG: Thank you. General Cooney, I think that I’m right in 
understanding that when you say that the effect on troops, you mean the 
relatively quick, within 2k hours effect, or do you mean the whole spectrum? 

GENERAL COOwET; The problem that 1 cited is that we have a large 
concentration of troops, and we have ai overhead hurst and we have 10,000 
men who fc ave been subjected to, say, from 25 to 150 R, and the Co mman der 
wants to know are these men going to he fit to go into combat, and shall 
I leave them here, or shall! send them home, I don’t have that answer 
for him. 

EE. GREGG s Dr. Powell, do you have anything to add? 

GH3RAL POYEELj I would like to say that was one of the main things 
that I was interested in, that has been presented by General Cooney. That 
is what we are all faced with, the answer that the line personnel warjt to 
know, and they have now of course enough knowledge of this that they are 
able to talk about it, and it is the same story when they get the doctors 
together, cne has one answer and one another. It is hard for them to 
analyze how we can come up with such wide answers. 
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Hcvfiver, I was not quite aware of the exact nature of this resting 
and maybe the extent of the things that we should showinterest in, and 

for fear that I might pass over something that we definitely do have 
interest in, as specific thoughts, I would like to just go over what I 
have drafted up and X think the program has been well covered, and I 
dcn*t see how any of us can afford to not be interested in every phase 
of it, because we never know what particular phase we may be caught in. 

Of course, we all have specific interests, but we may all be victims 
of some particular phase that is not primarily what we are thinking about, 
r.'e certainly are aware of all of the fine work that is going on in the 
fundamental biophysics of flash burns. A recent symposium was just held 
here and certainly it is evidence that you have sufficient work certainly 
going forth, and we hope that it will continue. 

There is an additional study in the fundamental mechanisms as to what 
produces the tissue injury aid the tissue response to the effect, and any 
other knowledge fundamental to the problem of protection and treatment. 

Protective devices against thermal injury and radiation are Important. 
That is the clothing, masks, gloves and so forth for the protection of tha 

individual and for further development of precipitators, filters and other 

• • • 

items of this type. 

A valuation of prophylactic and therapeutic agents for ionizing* 

<•) 

radiation injuries by the study of human patients—in other works an 
extension of s tudies now being carried out on patients receiving regular 
therapeutic radiation. 

17e are interested in the effects of different combinations of blasts, 
thermal and ionizing radiation injuries, with respect to prognosis, tha 
immediate clinical picture, s egregation and selection of patients for 
selective treatment. 
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The evaluation of the minimum effective r.-_sures for the 


ial 


care of mass atomic warfare casualties—this could be followed by 


development of training material or self-help, ordinary first aid and 
the value of extraordinary first aid extended over a natter of hours or 
even cays* 

Individuals we feel must be prepared to do such more and fcr a 
longer period than our present concepts of first aid imply* The differential 
effects of local shielding as a protective measure against ionizing 
radiation is important. 

As to the personal decontamination procedure, simple and rapid 
improved methods are needed, and also needed is a better doctrine for 
the treatment of contaminated in-take skin and contaminated wounds with 
some determination as to whan this treatment is an emergency aid when 
radical treatment should be considered. 

There is the problem of the disposal of decontaminating materials 
which become contaminated, and the design of treatment facilities for 
the contaminated wounds, Tnat is the problem that we think needs further 
study. 

In the field of developmental items, aid facilities, there is 
continuous simplification of field radiological facilities and reduction 
in the number of replacement parts* The ones that we have now are 
certainly very prone to get out of fix very readily, and certainly ■ 
require an awful lot of maintenance. 

Decontamination equipment: Airborne radiological and analytical 
laboratory. This airborne laboratory should be able to do accurate 
analysis of samples from the nose and desk tops, 

Tiater analysis for the identification of the radioactive material. 


/o 
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particularly aired at chemical precipitation of the radioactive ratter, 
and that should be on9 of the functions of such a laboratory. 

There are a few other iters that we think are of maybe alittle more 
urgent need or interest, and that is the estimation of the maximum 
medical load with the minimal essential treatment. In other v.-ords, an 
estimation of hospital capabilities factors ire feel are needed for tha 
estimation of the maximum medical load with minimal essential treatment 
that can be rendered to mass casualties of atomic w arfare catastrophy. 

This should be in terms of so many patients per day per so many 
hospital beds per so many hospital staff. Further factors maybe 
necessary for the different combinations of the blast, thermal and 
radiation injuries. 

Sellable human r adiation dosage tolerances. That has been wall 
covered. 

Components and recommendations of the AEG on film badge dosimeter*. 

It must be recognised in the military operation that they are not as 
simple as desired* 

We have been particularly interested in the proposal, I believe, 
that is from the Poloroid Company, and a new device that we certainly have 
high hopes for due to the simplification and being able to r ead it directly. 

The re-evaluation of the inhalation hazards for air crews in atomic 
warfare operations—although the hazard of the cloud has been studiedly 
the medical services, the confirmations of their finding we believe are 
indicated. 

Technical medical information;. ';7e believe that there is still need 


for core technical manuals and core t echnical medical training films and 

slides and-other training aids, particularly for the medical personnel. 
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I believe probably’seme of that is not particular »y applicable, 
maybe, but I was afraid that I might lose out and I might forget some 
of the points that might still be of interest and perhaps some of that 
is covered, 

DR. GRSEj That is helpful, thank you. 

Now, Dr. Warren, have you got any comment to make on any of these 
questions? 

of 

DR. WARREN; There are several/real interest. I think perhapsone 
of the central ones is this question of the calculated risk or the 
tolerance of the human. There are anumber of problems that come up in 
relation to a d etermination of this sort. Admiral Greaves has called 
attention to the various problems raised by fatigue, work and so in in 
the same individual. That is of course paralleled by some of the Rochester 
observations on experimental animals that are being worked in a trerimill, 
qs against those that have an opportunity for a rest. 

I would like to go back to one of the remarks made this morning in 
relation to sociology, that sociologists sometimes forget that humans are 
pretty much like animals, in a good many ways. We have an enormous amount 
of animal data. That is animal data that we have been trying to accumulate 
and to t abulate over the years. There was the Army project at Hopkins 
that you will recall. General Cooney, that gathered some information. 

There was ai dTort by the NZPA project to gather up known information, 
and there is the survey of the radiologists that you mentioned and other 
types of things. 

Tie are engaged presently in an attempt to get together all of the 
animal data for various types of radiation, and review it as carefully 
as possible, and wee where the general picture seams to come out. There 
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are two very important things about it, the snort el work that v.e have 
definitely bearing on this problem. One if the fact that .ery fortunately 

the racic-sensitivity of various species of animals tends to fall on 

either side of that of man, Ne have the extraordinarily sensitive guinea 
pig on the one hand, and we have the relatively insensitive rat on the 
other h 2 nd. In fact, if we want to go to the best of all, we have the 
cockroaches that lived so nicely on the Japanese vessels at 3 ikini. 

The problem of getting adequate numbers for statistical significance 
is very great, I think General Cooney* comment in relation to the 
estimates of the radiologists is extraordinarily pertinent in this regard 
because I don't suppose that there are half a dosen radiologists in the 
country that have seen an acute death from radiation, and yet every 
radiologist practically was ready to stick his neck out and estimate hoir 
much it would take to kill. 

One of the reasons for the extraordinary complexity and confusion 
that exists is existing in this field because a good many radiologists 
who have not earned a right to an opinion have nonetheless expressed that 
opinion very loudly and very vociferiously, That has helped to confuse 
the issue very, very materially, 

Wa have learned enough from animals and from the humans at Hiroshima 
and Nagasaki to be quite certain that there are extraordinary variables 
in this picture. There are species variables, genetics variables within 
sp&cies, v^iations in condition of the individual within that species, 

I think that it might be almost more dangerous or more misleading 
to give an artificial accuracy to an answer that is of necessity an 
answer that spreads over a broad range in light of these variables—it 
night be worse to give a suedo accuracy that to state things in terms of 
a range. 
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I think Get. .ral Ccc - tr^Tre -.{.ith me »aai — 

LD_5o for the human as ijOO R, there are certainly some 5 ividusls that 
will die with as little as 200 ?«., or possibly some with 700 R* 

Kow, there we have an enormous spread relatively spea:ing to the LD-50. 
Suppose that we have the situation where a group is irradiated and they 
are told that with $0 R nobody will be sick and some of then get sick. 
Confidence is gone just as badly as though they had b een told no information 
at all, 

I think that we have got to be careful that That we say isnot 
narrowed down overly excessively because we have to talk and our know¬ 
ledge of susceptibility of other types is such that we know that there 
can be enormous variations in susceptibility to digitalis, TTe have seen 
the problems that have come up with the sulfa drugs and so on, and 
radiation is no exception to that point, 

in order to get a satisfactory answer to this problem in humans, 

I don’t see how it is possible to have an answer that means anything, 
over and above what we already have in our animal data and our scattered 
human data, without going to tens of thousands of individuals, 

I have tried to g et good statistical help on this problem. That 

■*» 

at once puts in the question of, "Is such a thing practicable?" If we 
were considering things in the hcclsc Kremlin, undoubtedly it would be 

practicable, I doubt that is is practicable here, 

Another point that I think would be worth while c all ing to your 
attention, and I would like your judgment onthe question of how far "j 
would we be warranted in considering results of primates of significance 
in relation to the human problem, if we had a spectrum running throughout 
the warm-blooded animals up to nai, together with a scattered clinical 
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observation that we have in-mair'on trie one hand d the observations in 


Japan on the other. 

How closely we could possibly cone to the answer is aproblem. I 
would not be quite honest in saying what I ansa ing if I were not to add 
that personally I an very much opposed to human experimentation when it 
isn’t for the good of the individual concerned and when 'there is any 
other way of solving the problem. 

I think that General Cooney* s citing of H alter P.eed*s experiments 
are very much to the point. On the other hand, ^ think it needs to be 
remembered that there was no known host that could be used for such . 
experiments, and no way of carrying it out from the standpoint of the 
known bacterial or virule effects. There was no way of fulfilling the 
postulates because there was no other w^f or no other animals than men 
to be susceptible. 

These are some of the things that ^ would like to toss out. 

DR. GREGG: That is very good. 

GS'SPJlL COONEf; I agree that statistically we will prove nothing, 
but generals are hard people to deal with, and if I tell a general ±hat 
"lour men might get sick with 5G £, n or “They might not get sick until they 
get 150 %, n tnat is a vary unsatisfactory answer for him, add ha will not 
accept it. 

I don’t think that we are interested in pus/Shing this thing to the 

•• » 

m 

point of finding lethality but I do believe if we had 200 cases whereby • 
we could say that these men did or did not get sick up to 1$0 R, it would 
certainly be a great help to us. 

DR. ftiRRST: . I wonder if it would really iqane be a help xf it came 
to the final analysis. I think that;there are two other things that need 
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to be thought of In relation to this. One is he accurate are such 
measurements going to be in the field, aid, two, ho* ir.portant ara the 
objectives going to be? X can think in terns of tines -.Then even if 
everybody on a ship was sea-sick, you would still have to keep that 
ship operating. 

AdfCHAL GREAVESs I am very glad that this question of human 
experimentation has come up in the open so quickly and so frankly. X 
certainly agree with everything that you have siad. Dr. barren, and I 
appreciate the idea of hum 21 experimentation within this country is 
certainly repugnant. 

This has come out before, as you know, and it came up at the National- 
Research and Development Board not so very long ago, and it was threasned 
out there, and it went just about like this discussion is going here. 

17s don't like the idea and we have got alot of data from irradiation 
of patients for various diseases that they give radiation for, but the 
question always comes back to this; Can we unite those results to viiat 
cur problem is? 

!7e have aproblem to answer, the same thing that General Cooney*says* 

We are going to have it if we have this type of submarine that we are talking 
about. The Air Force is going to have it if we get that kind of stuff in 
themr planes, that is that type of power in their planes. That is that 
type of power, and gust where and just what can we tell these people as 
to what is safe and what is not safe. 

Now, the question that you brought up about the value of using 
primates—wall, you mentioned on one side of the human line we have the 
guinea pigs, and the other side we have the rats. TTs don’t know, as far 
as I know we don’t know That the results would be in that event. I sgv. 
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naybe it would be* I think our position in thi :attar of human 
experimentation is the sane as everybody else* V/e don*t want to do it 
if we can get out of doing it, but if that is the only way we can get 
the answer, that certainly is going to be snore economical in the long 
run to take a few chances now and perhaps not lose a battle or even 
worse than that, and not lose a war* 

DR. WAHRENs I think that there is a great deal in that, ass um i ng 
that there is the set of conseqiences that you propose, and also assuming 
that accurate answers can be obtained* I think a lot of this is a matter 
of presentation. 

For example, I am not at all sure that the data obtained from 200 
individuals radiated under known experimental conditions is going to be 
any more accurate than the data on 200,000 individuals that have been 
irradiated under non-experimental conditions, 

lie have a very major amount of information, complicated by various 
factors to be sure, but nonetheless with a very large number of individual 
involved, that help to compensate for some of the variables that come into 
the picture, I would be inclined to take the viewthat we already have a 
considerable amount of human a ata to provide us land-marks for orientation 
with regard to the human. 

By and large what we usually do in solving an unknown problem in a 

field such as this is to do a lot of experimentation in animals, to fcuild 

" » 

.up our quantities, our knowledge there, and then get some ccoss-checkJs to 
the human* 

I have believed so far, at least, that it is feasible for us to gat 
these cross-checks with existing knowledge and by closing with more and 
more species of vertibrates in on this general -picture of the human* 




I think that if vre had not been quite so honestly scientific from the 
start, and we had said when the question was raised by officers in the 
line, "Yes, we knew definitely that you can take 2 5 R without anything 
happening, 0 I an quite sure that that is accurate probably within a 
tenth of one percent, if not accurate within l/lOO of one per cent, but 
we were hesitant perhaps to say it flatfllotedly because we weren’t 
absolutely 100 per cent accurate, 

Fe can s ay, I think, with a good deal of certainty that we know 
that 25 R is safe, Fe know that an appreciable proportion of any group 
of individuals will be seriously ill at 200 R, and that some will die at 
200 R, Fe can say with a fair degree of assurance that with 100 R, 
other casualties such aar bums will be materially complicated and the 
lethality of minor injuries will arise, and there is a great deal of 
permanent carnage that is done to the organism as well as transient 
damage at the 100 R level, 

I wonder if we were to stick to those brackets, if we weren’t 
pretty nearly reasonably accurate, and if that isn , t as close as we 
ought to come, I remember very well when they first put out FrencS 
75’s in the last war, some enthusiastic ordnance officers got down to 
a factor of safety of two. Well, that meant that a fair number of the 
gun burst, and the morale at the artillery training camp. Carp Taylor, 
was pretty dam low for a while on the basiw'of that, 

I don’t think that you can skirt too closely to your factors of 

safety, and to try to narrow it to say that 75 R willdo this, and 100£ 
will do that. To my mind that is skirting awfully close to your factor of 
aafety, even if you had absolute loicwledge in the field, 

GEfCRfii COOiSYj I agree with you thoroughly, Er. Fsrren, and I 



quote the figures just as you have quoted them j g rcups of military 
oaople. But they say, "who are you when another nan staids up and takes 
the other side? 0 

Now, if we could get a group of prominent radiologists or prominent 
doctors and this is what I have been trying to do for years, and I have 
been so unsuccessful in doing it, if we could get a g roup of prominent 
doctors who would say, °Xes, this is it,” and if we could give that to 
the military, we are perfectly satisfied. Up to now we have been unable 

to do so* 

tip . VfAitREH; I wonder if you could not do that if the doctors who 
knew would be the onlyaies who talked. It is the doctors iho don*t know 
who confuse the issues because they want to talk, too, 

GBN2RALC0KEX; That is our problem, doctor. 

I)?.. GE3GG; General Cooney, you have made one suggestion that 
interested me very much. That was the point of getting volunteers. Now, 

I am interested in that princip ally for this reason; ' I think that there 
is enough of t he general atmosphere around the £EC affairs that it is 
singularly important for us to stear assy from hum an experimentation 
because we never could get, or certain things could not be brought out 
in the public trial, which is a control. 

GHiSRAL C00N3X- I agree with that thoroughly, 

DR. GR23G: So this question -of volunteers interests me, I aa». 

* * . * * 

■•i 

ignorant of a good many examples that you may know of mass volunteering 

on anything, TThat kind of things can you tell me about that? 

GTNXRAL C00N2X: "vTa have never had any trouble in the services in 
getting volunteers from the time of Salter Heed to the present tins, You 
can always get certain soldiers and officers to volunteer for virus wjrk. 
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as has been done, for sal aria, or for -an/ thi I think if the 

problem is s tated to them honestly, giving them all of tne probabilities, 
you go to a port of embarkation of troops getting ready to go over to 
Korea, you would have no trouble whatsoever. 

Kaybe that might not be the point to get it, but it could be very 
easily done there, and D am s lire it could be done in many camps. 

You can evaluate this problem and tell them that perhaps it won’t 
be the answer, but it seems to me that we could’ do it under voluntary 
measurements rather than involuntary measures when the man has the 
uniform on and we have to find out, and this way is a much more democratic 
way of doing it, 

DR. GREGG: It is* 

GENERAL COONEY: I certainly agree with you, I don’t believe that 
the Atomic Energy Commission should enter into it, and I don’t believe 
that they have any problem* I think it is just until the bomb goes off. 
Then the bomb goes off then the problem exists, and it doesn’t exist now 
to the Commission, They are not faced with this problem. 

But we are very definitely faced with it, and i f you can get 
ten prominent doctors in this country to say just what Dr, TTarren has 
said, so that 1 can give it to the military, and say "This is it,” thi 
is all that I 2 sk. 

DR. VtEARSy I would like to think just for a moment as to how you. 

*•) 

could get this experiment up, assuming that the volunteers could be had* 
Now, the difficulty with observations in the past is that some of them 
have been fatigued, some of ihsm have been burned, and some of them have 
been tired, and some of them have been under-nourished, 

TTould you take your 200 men and have them allat rest, or would you 



have sene of then tired or would you have sone % then wounded, because 
that is the circumstances under which your men will be* 

GE-SEAI COOivZYs No, sir; I wouldn't consider any wounded or any 
burned or any tired* I §m thinking merely of a situation where we arc 
naking an amphibious landing, and there is an air burst and a certain 
number will, be wounded and a certain number will be burned and they are 
casualties and they are already out, and a certain aimoer willb e sick 
from radiation. But there will be a large number who will not be* Then 
the commander is going to say, n Can X use these men and how long can I 
use them?* 

BE. TTIAEMs Some of these men will be tired, and some will be 
exhausted and some willhave lost their lunch going ashore and there will 
be a number of others* 

GSiEEALCOOh'ET: That may be before the thing starts, and I sa 
thinking of Normandy, and the night before Normandy, 

DOCTOR fiTZARN; The emotional situation within the menvould be there. 

I can't conceive of -those results being of any greater value* 

GBliE HAL COON EY* You mean than psychological? 

BE. ftEAHKs If that is so, who is going to give an answer ai d stick by i 
GENERAL COOIiEY; TTe can. tellthe commander that we have done this on 
200 healthy individuals and that none of them got sick up to lf>0 R, and 
that they would be all ready to carry on, and that seems to me would he 

•i 

something, or we can tell him that they are allsick at 100 R, and he had 
better not take any of his men who have 100 R, they are out. That is very 
significant. If it is $0 E, that is important* I don't know, 

I quote all of these figures and tell the people, and then another 
officer gets up as it happened at ameeting over here the o her day with 

a large number of line people, ancji they said that that' is absurd, it is 

. 



ridiculous, and they said, fl I know tout 2$ R '.Till make a nan so sick 
that he caa’t carry on. n Sonvhere are we? 

DR wARREN; That reminds me a good deal. General Cooney, of the 
situation we frequently have in court when two psychiatrists who have no 
idea of whether a nan is ssdie or not, when he made a will, and they are 
being called and ars equally positive that he was sane on the one hand aid 
insets on the other. 

That is one of the reasons that lay juries have learned not to 
trust medical testimony, I think that you would find with your experiment 
on these 200 men that the same doctor who said that 2$ S would make them 

deathly sick, would still be s^ing it, because I have presented one for 
many years with figures on irradiation of the breast and he psysno 
attention to it, aid he goes on exactly spring the same thing that he 
was saying 10 years ago, 

GENERAL C0UI3T; Actually we would still have it on paper, and we 
don’t have it now, 

DR. WARREN- Actually we have got the results of an enormous 

experiment, we have the experiment involving over 200,000 people in 

the Nagasaki and Hiroshima areas, and I think that those results are 

real, I was in there, and I s aw the people when they got sick, I know 

that one can ge£ reason ably accurate calculations as to the amount of 

»» 

radiation that they received, and they can be placed pretty accurately] 
within the buildings, 

Harry Bowman has figured out for us the amount of shielding that 
some of them received, 

I think that we have not made the most of some of the evidence that 
we have available, and I think perhaps we have been a little too tolerant 
of some of the radiologists who are arm-chair experts rather than practical 

v- 
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everts In this I ield. 

G2 SEPAL COO!;>:is Well, I think that is very true, but I think on 
the other hand that there is a tremendous number of complications in 
the data when you evaluate it* 

For instance, you and I know that it requires 350 E to ebelate a 
man with 100 KV, and as our intensity goes up it requires more anchors, 

I have a TTeapons Effect Handbook which shows me that you get 25 R at 
2,000 yards, and yet our Japanese data shows that we have patients 
epilated at 2,000 yards. So I am completely confused. I can't ■understand 
how it can happen* Tou epolate a man at 2,000 yards with energy such 
as we have from the fission bomb. 

DR. WARPENs There may be some confusion there with the flash burn 
epilations* That is one of the problems* 

GENERAL COOirSX: That is true. 

DR. TilRHEN; That is one of the problems that has to be weighed and 
brought in, 

GEKEEAL COuNEX: And I think maybe sickness or illn ess is -there, 
but there again we have got to have that. If we can get -ten doctors “to 
evaluate that for us, and to come up with an answer, then we -rould be 
satisfied* If we don't get ihat, it seems to me that we have a respon¬ 
sibility which we do not have the answer for* 

CAFT 3XHR2US: IT seems to me that you are talking about experiment^ . 
involving dosages, with an idea of getting a rough approximation to 
operational efficiency or capability, and it seems to me that it is not 
quite in the sane category, even, as the experiments that were originally 
done by TTalter Reed, which were really involving a serious threat to life. 
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!,*ovr, what we are proposing here as near as I can tell, does not 


involve any threat to life or any serious threat to health. '.That we are 
trying to get at is an idea of a rough approximation to the operational 
efficiency that you could expect and which would so to speak document it 
a little bit when you present it to the admirals and the generals and the 
captains who have to take their people into battle under such conditions. 

I don't think with the dosages proposed that there is a great deal 
of danger or any danger at all, and that perhaps that might alter the 
way we feel about it. 

TTe are after a rough approximation of operation of efficiency, and 
what we might expect from morale rather than looking for facts as to how 
we would deal with serious irradiation illness. 

is I understand it, the idea is to s top considerably short of where 
they get serious radiation illness that would threaten the man's health 
or life very seriously. 

ER* YffiRRSN* I think that I would feel very reluctc. into 

this in the light of the animal data that exists, to have 100 or ‘150 R. 

4k * 

TfTe know that it does materially shorten the life of animals and I 
would expect in the light of all we know that it would do so in the case 
of man. 

Dr. GR3GG: There is one stop in the so-to-speak procedure, or the 

*» 

sequence of events, which I want to ask a question about,and it might *•! 
sound flippant but I don't intend it so, and that is this: Supposing 
you were to expose 200 men to purely experimental conditions, and give 
them dosages of $0 2. let us assume in that 200 there are 75 who at 
least have some complaints, and among them we will say that there are 
25 who have pretty serious disturbance, ire you able to judge ih. ether 







wr.e symptoms of the men are such symptoms as a'line ,'icer cculd or 
would disregard anyhow because there is a gap there? 

T.hat is your line officer going to override? If you tell him most 
of the men were seasick, I suppose a good number of them were in Normandy, 
too, but they had to fight and they had to callon themselves for efforts 
that were away beyond what you get if you just say "How do you feel?" 

Do you follow my line of questioning? 

GEIIERAL COOlvSY; Yes, sir: I do, but $y thinking is a bit different* 
That I want is this; I have a responsibility to the line officer to tell 
him. whether or not these men are going to be able to fight* I tell him 
that he has a division of men, we will say 15,000 men who have received 
up to 100 R. I say "Go ahead and take them, take them into b attle*" If 
he gets them into the battle and half of them become ill the next day, I 
have not answered my responsibility or lived up to my responsibility in 
evaluating that hazard for the lineman. 

ue take them into a malarial district and we know the hazard and we 
are able to evaluate that and we know how to take care of it and we can 
advise them, that such and such apercentage of your men if they take 
atabrine are not going to get it or they will get it, 2 nd he knows how to 
prepare his campaign. This way he doesnH know how to prepare his campaign 
because we ca^t even come close to giving bim an answer, 

DR. GEEGGs TTnat you are tell in him is that the men under those • 
circumstances will be unable to fight. 

GENERAL COQHEY; They will be unable to fight, sir, that is what I 
want to know. 

DR. GREGG; That defines it much more closely. 

(SURAL COONEY; That is exactly what I want to tell him, that they 
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will or will not be sole to fight* 

DR. STAKlIAX: I would like to raise a question, not a medical one, 
but an experimental and statistical one. Could you possibly get the 
information that you want with 200 men? I aon»t think you could. I 
think it would be 2,000 would be nearer, and you have got to given them 
different dosages and you have got to replicate the experiment a number 
of t ices. 

If you use the same men for the different dosages, you are piling it on. 
I think that you would have to think in terms of far more than 200 men. 

GENERAL COOHEXs I say statistically it is impossible, and it is not 
even thinkable, but isn’t it better to get some idea with a few men than 
having to take a chance on the others? TTould you send a group of men 
into an area in which they would get l£0 R tomorrow, even if it is avery 
important area? 

DR. STAKJiAI?: The only thing I am saying is that if you are still 
guessing, or your stituation is extrapolating from small numbers to 
larger numbers, and your dxtrapolating from small numbers on to large 
numbers that are going to behave differently presumably than they^re now, 
all I am s aying is that if we are thinking in terms of experimentation 
then we should have large enough numbers so that the data would really 
be significant. 

DR. GREGGs I think the answer to the man who says, n Tou doctor^ all 

'•.J 

disagree,® is to say "Tes, and we will probably until it is necessary to 
try this experiment out on five or six thousand people. That can’t be done. 

There is a chance that if 200 dozen show you somethin, ahigh range 
of reliability, there is a perfect chance that you may be wrong when you 
say, n Tes, they can fight,® and then it would end up on you just the sane. 
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because they couldn't. You right be wrong on the wrong side. 

G2N1RAL GOGliEY: I well realise that, but it seers to ~e we ought 
to have alittle something. «7e can say, "TTell, all that we have is the 
data on 200 men, and here it is," ana that is something, but when I start 
talking about animal experimentation, as one general said to me. 'That are 
we—sice or sen? 8 

DR. WARREN: I think one of the things that is very important is that 

i 

we are in part mice, and only in part men. There are a great many attri¬ 
butes of the mouse that we still have, and we can learn a great dealfrom 
what happens to the mouse and carry that on. There wouldn’t be any 
point in any animal experimentation if we accepted that assumption. 

DR. GREGG; You have to admit the point that some of us are rats, tool 

GS-.laRALCOOlJEY: Nevertheless, we have a problem, which we do not 
have the answer for, and if -there is no w^r, if this is purely illogical, 
then we would like to have someone tell us. TTe only ask for some backing 
of the medical p rofession. 

DR. STERN: I would like to follow up Dr. Stakman’s question—hair 
great is the difference with rats and mice, and do we need a group of 200 
people divided into three groups of 70 people? How is the spread in 
experimental animals. 

DR. iTARRSiJ: In the various species, take mice for example, you 
can get a variation of approximately 200 R on the LB-50 just by a change 
of diet, or a change in conditions in the animal house. 

DR. Si&'l'Jl'z You see my point too is that you are going to try i£hm 
at different exposures, ana it wouldn't befair to take these iho had the 
lower exposure and try them right away on the higher ones. 

DR. STERN: That is why I said three groups of 70 each. 

o *7 
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conditions. That is all that I wanted to say, and I am not arguing 
as to whether this human experimentation should be done or not. If it 
is done, 1 should think that it would be dene by the armed forces, but 
I am sir-ply saying that 1 think that we have got to think in terms of 
far larger numbers than 200, to get data that would be really reliable. 

GENERAL COONEY: I agree with that, there is no question about that. 

ADIHEaL GRSAVESs There is another question that Dr. TTarren has just 

touched on, feat I think probably would be of interest. You mentioned the 

fact that from the animal experimentation that is available, you would 

hate to submit yourself to 150 R, because in the animals it isknosn 

that life is shortened* "well, the type of experimentation that has been 
* 

discussed so far is pointed toward immediate results aa. d the type of 
people who would be subjected to that experimental work would be paoph 
you would have to control over a relatively short time. You would lose 
control. 

But when this subject was broached first by NEPA they proposed doing 
the to rk on long-term prisoners, people who would be under the control of 
observers for a sufficient period of time so feat the kind of results 
feat you mentioned would be available* 

TTell, feat type of experimental work is a little difficult for fee 
arsed forces to engage in* 

UR. GREGG: Is this civilian prisoners, you mean? Ad. Greaves: Yes. 

I2R. GREGG* Doesn 1 1 that fall in the category of cruel and unusual 
punishment? 

AUGURAL GREAVES; Not if they would carry out the work as they 
proposed at fee time theyjproposed -it. It tc uld be on an absolutely 




vclur.ts.er basis, end under ever/ safety precaution that could be built 
up around it. I don’t think so, and it didn't strike me as being cruel 
and unsnal. 

DR. 7f'4SR2?s It is not very long since we got through trying 
Germans for doing exactly that thing. 

GHZA7ES- That wasn’t voluntary -when they did it, they made 
them do it. I think that there are a lot of prisoners and I am given 
to understand that there are plenty of people in our prisons who will 
volunteer for that kind of work. 

DR. ff£2B2f: Always for a quid pro quo. 

I)R. TiTSABNs Prisoners were used during the war, as^ou know, for 
plasma and blood substitutes, on a volunteer basis, and seme in the 
Kassacbusetts^ri^son, and all of them expected to be released immediately, 
and asked to have their cases put before the parole boards right off. It 
wasnot that they had any promises and indeed it was made clear that 
there were no promises, but as a result of that they expected to be 
released. 

DR. STA Kf. l K : Ur. Chairman, may I ask another question. iVhat are 
you going to do when you are asked for a categorical answer to a question 
to which there is no honest categorical answer? ire you going to be dis¬ 
honest? 

I mean, after all, all of xa us would have to give these values 
in terms of ranges* You couldn't give"any'absolutely flat figure. This 
isn't the elasticity of steel at a given temperature, with agiven force 
applied to it, and that sort of thing. You era dealing with a heterogen¬ 
eous biological population, and I don't think that you are ewer going to 
get an answer. 
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You have always- got to have a range, do you not* I would just like to 
raise the question as to whether the range isn’t sufficiently well 
kn'-Y.n now so that these people who are in difficulty can do nothing but 
be scientifically hones and say, n Eere is the range,” and here are some 
of the factors that affect that range, and there just isn't any precise 
answer to that. 

I just can’t see how that can be done. X mean dealing with axsy 
biological object, you have got hetergenity and you have degress of 
probability as a result of large numbers and frequent replication. I . 
don’t see quite how you can get it better than that. 

Xou would have to have large numbers to get it more precisely and 
a large number of conditions, and a good deal of replications because 
there is always that in all of this type of material, and there are a 
lot of imponderables. 

GS-SRAL COONEY; Suppose that there is no answer to the problem, 
and could we g et a group of men to agree with us on that? 

v ' 

DR. ST-&K1.&N: It seems to me that that is about the best that you 
dan do.. 

ADMEAL GREAVES: The way it is now, we don’t know for sure Aether 

we know why we don’t have the answer. 

EH. STA~.’.'.AN: That is light. 

AZnZrJiL GREAVES; It may be that after this work is done, we 
wouldn’t have the answer but we would know idiy we did not have the answer. 

DR. STAjG-i&l»s That xs right. 

DR. GREGG: I would like to explore one other thing that General 
Cooney said, that involves something that you also referred to. Dr. TZarrsn. 

I know that my own personal_first move in a thing like this would be 





to go out end look in pretty carefully the experience and general 
reasoning capacity of the doctors giving such extremely different 
answers, I wouldn’t "be satisfied without finding out whether these 

doctors that gave extreme answers on the other side, gave me the general 
impression of being reliable people or not. Or whether the persons who ■ 
for a lot of different reasons I began to have some confidence in, cans 
somewhere near to an agreed figure* 

I see your point and I have the same sort of thing sometimes with 
my own hoard, and they say, "You doctors don*t agree so I guess there 
is nothing in it at all," but I can get abetter concurrence of opinion, 
we will say, on a case of cardiac failure from five really good sen who 
are cardiologists whoa I know are good cardiologists, and I will ejqpect 
a larger .measure of concurrence there than I will if I send out a hurry 
call for people who call themselves cardiologists and then take down their 
opinion* 

DR, STAiCIAN: To put it in legal terms, you want to know something 
about the credibility and reliability of your witnesses? ■ 

DR. GREG3: Yes, and I think the width of their statements would be 
narrowed substantially as soon as you sorted them out. How, that is only 
my first plus reaction to it* Does that make any sense tpit? ' 

DR. nARRSZT: It makes very real sense, 

DR. GR2-35: TTnere do you think that their answers would lie? 

DR. ViARRSHt I think that it would lie quite closely in the group 
that have had real experience in this field, and I think General Cooney 
and I for example see very closely eye to eye, and I think that the views 
that Dr. Hemmelaaa has, and that Colonel Decoursey has, they are very 
closely paralleled to ours. 



Sr.d I think that these who have had first-hand experience, that 
have seen autopsies on cases, that have cared for ill patients,are 
in pretty general agreement. 

It is the ones who have had to deal with the nebulous psychological 
factors of when a patient is going dorm to the x-ray room for treatment 
and starts to vomit. 

I remember very vividly the question of radiation sickness came 
up in our own hospital some time ago and we suddenly began to get a lot 
of grief when we hadn l t been getting any with dosages which were pretty 
standard dosages* In looking into it a little more caref ully , we found 
that all of the patients who got sick cam9 from one floor of the hospital 
and inquiring a little bit we found that the head nurse on that floor, 
a very sympathetic and well-meaning gal, had somewhere gotten the idea 
that the use of carbohydrate would prevent sickness and she was going 
around to these patients before they 7/ent to x-ray, and sying, n Kow deary, 
you are going to have an awfully bad time down there, and you are going 

to be very sick aid here is some nice Caro syrup, and if you drink 

% m • 

glass of this and get x-rayed, you won 1 1 be sick at all. B 

ITell, they went there psychologically prepared, with an up-set GI 
tract, and it isn* t any wonder that they were sick when it happened. 

GSfJSEAi COOIfoX: -I think the whole thing sums up to this, that w^ 

• . •* * 

J .) 

an the military are your public servants and if American medicine fails, 
are we properly discharging our responsibilities. Thfct is all we wish to 
know, and if some group, some prominent group would tell us, if you have 
done all that you can on that, then we are certainly very willing to accept it* 

DR. SIAiClAft; II ay I raise_this question: I think that this is awfully 





195 


“ . 

important. Hr. Chaim an, In’nar.y respects, but is this correct? That 

_i , 

about ths best you can do after everything that has been said here, ina 
situation like this, is not to get a categorical answer to a question 
that cannot be answered categorically, but to get a concensus of the 
nost competent people with respect to the range and then that is the 
best that can be done, unless you want to go into large-scale experimen¬ 
tation, 

DR. GRSG3: Yes, tnau is right. I would like to ask our friends 
from the armed forces, whether for lack of something better as a basis, 
it would be in their opinion worthwhile for us to try and get a commission's 
opinion of this kind, so that they willnot be subject to random comments 
on the part of various radiologists here and there, that add up to the 
simple statment, "Oh, but that is ridiculous." 

I don't think it is reasonable or fair for you to be exposed to that 
rfnd of gunfire from all over the landscape, and I don’t see why we 
couldn’t take measures to get an ad hoc commission for -{his and give us 
an opinion. 

GENERAL COONEY; That would be a great help. Dr* Gregg. 

DR. GREGG* I would be furthermore inclined to thin k that, we would 
take that and if it added any guilt edge for us to transmit it to yon 
as an ad hoc commission that we had appointed for that purpose, and if 
we could do that so much ths better. 

As you can see, most of us are awfully leary about givirf^ enthusiastic 
approval to a mass-scale experiment which as Dr. "warren has stated, he 
feels there is relatively great difficulty except in brackettxng to give 
a categorical answer of the exact number available. From what I know of 
thisr world, I would be extremely dubious if it all came out at exactly 
7k R. Human beings being what they are, they aren’t that way with atabrine 
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or any skin lotion that I usad when I was working in the outpatient 
department in cerr.atology and so on. 

So I would think that you would have to get sons kind of an 
expression of the best available opinion, and if it would be of help 
I think we ought to consider it very carefully. 

G2I-2?Jtl COUr.'ET:* I think that that is wonderful, that is what we 
have been trying to do for a long time, and we have been unable to do so* 
It would be very much appreciated. Dr. Gregg. 

DR. GEEGG: Well, now, I think with that we ought probably in the 
light of the tine limitation, to go on to the next item, and before that 
I simply would like to say that we are very glad to have Dr. Sn|th add 
Dr. Glenn an with us and I am going to reverse the order of the next two 
items aid let us take No. 5 before we take N. h, and No. $ is the general 
status of radiation instruments brnach and Fort Totten activites. 


, /. PJE3^ 

DH. G?Z'>3r T.'ell, now, gentle-er., I cisclai fT - -J^ ns ipixity for the 
selection of the next number on the program. Dr. barren thought that you 
rdg’nt be interested in some of the general impressions that I had of the 
present state of medicine in Europe, and I an going to go fairly fast and 
I will guarantee to be through at 5 o* clock. 

First of all, as the b ase line for these comments, I would say that I lived 
in Europe from 1921; to 1931> visiting all of the countries except Turkey, I 
think, and including Russia and Iceland, at least once and a number of them 
a great many times. Then I went abroad about once every two years until the 
war, and I have been over four times since the war. 

I think the first generality that is valid about medical education and 
studies in biology in Europe is a generality that you can make about Europe 
itself, and I got it in a curious way. - A friend of mine used to turn up in 
the Paris Office and say, ”17611, new are things in Europe? 0 

17ell, I learned through that question that the United States is probably 
the largest single homogeneous area in the no rid, both in space and in time. 

And there has never been such an extraordinary homogenetite because that 
question meant that they had come from a country where somebody who lit-ed in 
Ohio could answer for what was going on in Minnesota, roughly spear ing. 

But you can’t do that in Europe at all. If somebody said, n Bow are things 
in Norway?" there is an answer to that, but it isn’t valid to cover Italy also. 
It varies tremendously. The variety and tradition aid the variety in the 1 . 

■i 

language and the variety in economic position—there is variety also in history. 

I think one of the strong impressions that 1 have gotten out of Europe 
and it is just as clear now, is that they are tremendously more controlled by 
and influenced by their traditions than we are in this country^-we don’t have 


any very strong historical perspective in 


'remember going 




to one of our Southwestern states and asking vfhy a near c ai. school had the 
position it had, and the answer given perfectly honestly vras, “TTell, we have 
bsen here for twenty years.” YTell, they are going to he there for another 
one thousand years, but already the twenty years seemed to then to be a very 
old story. And that is in sharp contrast with Europe. 


Another thing that impresses you, and it is in line with the tradition, 
is that Europe still shows and it shows in higher education, a pretty strong 
feudal tradition. It is the people that natter that get to the university, 

and that the people that get to the university ordinarily and up making soma 
considerable difference. 


That is also shown by the fact that the people that get to the university 
in a European state in the main are far smaller proportions of the population' 
than is true in this country* In the mid 30*s, six times as many Americans 
got ASs and 31 s as in England, relative to the population. That means that if 
we take a selected sixth, out of our IBs and BSs, they would make a reasonable 
comparison with the graduates in Britain. 

Education i§ antgper class thing also because the ruling people in govern¬ 
ment have usually been to the university and the governments don't have to do 
flip-flops and handsprings in order to get the attention of the government* 

It is a pretty steady continuing understanding- among gentlemen that the 
university will have a certain measure of support. 

Now, I have got to qualify that later, but that will come. State support 

is a pretty fixed affair. The result of that is rather interesting, and I 
think has some moral value for us, and that is that the Europeans take the 
size of the budget as a pretty nearly fixed affair. They then spend their 
attention saying what is the best thing we can do inside this amount' of money. 


and we in this country are a little bit incli 
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budget is there, but maybe we can get sn increase so why not do sons thing 


additionsi? B 

*.7e don’t put quite as much attention on the quality of what we are doing, 
because if Tire want to do something that has a big popular appeal, we Till go 
out and get one of these foundations or the government to pay the bill for us. 
The Europeans are very much concerned with what the mathematicians would 


call an elegant utilization of their tics, core so than we are in this country, 
• and you are struck by that continually. 


Now, in that serf-feudal regard for the intellectual that shows itself 
in a thousand ways. It shows core particularly in this way than any other, 
that a brilliant assistant is likely to be given not less work or let alone 
because he is getting along fine and getting n A’s n , but he is likely to be 
given more work because he is brilliant and b ecause his professor wants to 
found out the top limit of his capacity and ability, and his professor in 
-^hirope is not in the least inclined to give much of his time to the boyd 
that are getting “D* s n and n E* s n « That is not, thank God, that professor’s job* 
The professor 1 s problem is to add to knowledge and surround himself with 
an extremely able group of young assistants, and from thereon out he can sat 
his course. But any moral responsibility to a class of, I don 1 1 care what 
sije 9 a class of s tuaents, is simply not in the European philosophy. 

There is great attention paid to individuality and to originality, perhaps 

* *• i 

more than, with us, and more leeway is given. British students that we had’over 
here in the war, during the war-tise, it is not f air to s ay that they complained, 
but they certainly were acutely conscious of the fact that they were told what 
to do next in the medical schools for four years, and were given e xtremely 
little leeway to do their own work in their own pace and in their own way. 

Now, there is a lack in Europe that is pretty conspicuous, and that is 
the lack of team-work* It is partly related to this oass donate interest in 




originality, but I get that lack of tear.-ork both because I see it over there 
and because the uniform criticism that we g et from f oraignsrs whom we see or 


Vrhon^ re bring over to this country on fellowshipp—the uniform point of astonish¬ 
ment for them is her well the .Americans work together in scientific teamwork. 

That shows, that lack of teamwork shows because aprofessor of physiology- 
feels perfectly infurriated if he has to. share the same instrumentation with a 
professor of pharmacology. You don't do that in Burope, You have your own 
machine in your own place, and sharing the facilities, I am unhappy to say, 
including library facilities, is certainly less known and in spots you could 
say and still be right, that it is unknown* 

TTe have sent lots and lots of shipments of books and I am just sorry to 
remember how many times when I have asked where the books were, to find that 
they were stored in the university library and nobody had ever gotten at them, 
because the European concept of a librarian, is a man who guards books, and he 


does not malie them available. He guards them,' aid he does a damn good job of it* . 

Now, there is a‘mixed comment and lb ring it under the term of libraries* 

One of the reasons why the Europeans feel so acutely the losses of the war in 
the point of medical literature and biological literature is that they are 
accustomed to reading more languages than we are over here, aid far more. I 
have been to plenty of professors* houses in Scandinavian countries where the 

four walls of his study, each wall was devoted to a different lai guage, and 

* •' > 
you see that he means that he has his own library* There is a price tag *•» 

attached to thd; * 

You can't learn languages competently without a certain investment of 
time and the pressure on the smaller countries is great* There is pressure on 


the Dutch and the Danes and the Norwegians and the Swedes and the Finns and • 
the Belgians to master at least one other language th r e ally 
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master it, not to say two more that you have at Isssu uie aoDJ-Xiy to r=ad in it» 

It is' a v ery impressive thing* 

It is also impressive to drift into a child guidance center in Holland, 
and there are -any of then, and out of courtesy to me they held the whole 
evaiing in English, and there were about fourteen participants, and they all 
talked English perfectly easily. I will admit my standards are a little hit 
catholic and liberal on that, but I could understand them. 

- I don’t know of any psycho-senatic clinic in the OS where for the comfort 
of the visitor the whole stage would he in either Italian or French. , 

That is why they feel the loss of bocks so acutely because they have been 
using other languages much more widely than we do. 

I can’t help saying in this point o'f language that there is one great 
secret that you could aliuse if you go abroad. That is to learn to speak 
English slowly and dis tinctly because everyone who has a university education 
can understand you perfectly easily. The charming tiling is because they under- 
stand, they think that you are damned intelligent, which they didn’t think before* 

Another item that is perfectly overwhelming at the present time is the poverty 
You realize that the French for example have gone through an inflation since 
Vhethe beginning of the First World '.Tar which is of the order of one to 200* 

s' 

YTe haven’t got any article in the US that cost one dollar in and that 

now costs $200, and when we do have something like that, or if we do have it, 
the by-effects, the side effects and the direct effects of that just sprea,^ 
all over the cap. 

It is the cleaning out of the older people, and I feel like telegraphing 
if there is a group that can do anything about it, that the most important 
thing in the field of government it is to stop inflation, because the misery 
of the older people in Europe because of inflation 
can’t be overdrawn. 

- 5 - 







202 





That inflation shows in a thing which night interest you. In countries 
where there has been inflation, I would ask what the professor's salary was, . 
the full-tine professor, and if they said 8,000, I really wouldn't know whether 
it was 8,000 a month or 8,000 a year,' and furthermore I didn't have any idea 
what that bought. So I devised this system.' I asked 20 people how much it 

costs for a young r.an to attend medical school for one year, that is the 
tuition, which is usually nothing at all, hut the hooks, the clothing and 
food and housing, and take that total sum which in American would probably he 
around $l£00 in a good many schools, and divide that into the professor’s 
salary, which might he 6,000, and then you get a quotient of four, and your 
quotients are good in all countries, and where the quotient is less than 
as it is in many countries in Europe at the present time, then things are 
going to pieces and iiiey are going to pieces fast because there is no competition 
for professorial positions* 

THiere they are four and better, four to seven, it is regular, and it is 
fairly good, and seven and upwards is excellent, aid there are not many places 
where it is excellent. 

This poverty is a peculiar kind of poverty and it hits scientists harder 

than other people, because so much of the material and instruments, both 

consumable supplies and instruments in jSurope now must be bought in dollars, 

and dollars are no longer money, they are the money plus the privilege to buy, 

*» 

because it is so damned hard to get dollars, and the same thing goes for South 
Aserica* 

In other words, you can't get dollars* The given exchange rate in the 
Argentine is a rate at which Americans can buy pesos at the banks, but the 
Argentines can’t buy dollars at ihat rate and they can't get them at all* So 
the possession of dollars to purchase scientific 
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the'privilege to even rake a bid or even to be in the market* 

I asked this last tins in France and.in Switzerland whether there was 
any work going on in isotopes. There is, they are getting their isotopes 
from Harwell, both cheaper and quicker than they get-them from here, aid I 
simply pass that along as a minor item. 

the Index Uedicos. I 

They are awfully unhappy at ehe discontinuation of 
had several cases of distress on that. That Index Medico is one of the ccnsiderale 


contributions that this country has made to the ".“hole field of medical 


scholarship. 

Kow, there is another thing that is very impressive in Europe at the 
present time. You ask practical ly any professor in practically any country 
what is the main difficulty now, and he will say .the number of s iudents. They 
are overwhelmed with students* In Paris that has accommodations in its 
physiological laboratory for 80 students at a time, there are 1800 students* 
And the competition for internship is as bas^ as that would indicate. 

But the tradition is so strong that any student finishing the secondary 
school can get into the university, that they will take them in and break them 
in the medical schools rather than go in for any kind of selection. And that, 
curiously enough, hitches up with the deep, under-ground upper class ruling 
class feudal tradition of the university being an upper class affair, aid • 
since it is upper class there is always certain to be a perfectly enormous 
burst of criticism if they didn’t aLlow the university to be open* 

They say that is where they are completely democratic and they are not 
going to have the university limited, and the real fact is that they wouldn’t 
be half as tender on that subject of the university weren’t already a 
definitely upper class institution* 


They are just as passionately concerned that i t- shal l- 


be—all 
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classes as anything can be, v.hen they really knew if isn *t. aut it must be 
kept open, so they keep these things, all of the universities are open to 
students. 

Now, there is only one exception to it and it is a very interesting and 
curious exception. The Germans have shut down on their admissions to medical 

9 

schools. They have shut down almost exclusively for the simple reason that 

t * 

the population in Western Germany now contains 12,000 trained German doctors 
who have come from the Russian occupied Germany, who have slipped over by 
night and they haven’t got a thing that they can do, and they don’t see why 
they should make any more doctors when they have 12,000 doctors. 

The Germans have done one rather interesting thing on that limitation# 

At Frankfort, for example, it is a limitation of one out of seven applicants. 
That is seven times as many applicants as they would take. They have put a 
couple of s tudents on the admissions committee, and that is symptomatic of 
a very curious situd; ion. 

The discrepancy between different age groups, decade by decade, in 

Germany now, is one of such tension and such magnitude that they don’t dare 
shut students out of t he medical s chools without having some contemporary 
opinion to help them out, because you see the whole German machinery has been 
in the 30’s raked out of the anti-Nazi*s, and then since'the war it has been 
raked this way to rake out all of-the Nazi’s, and the residium is earned little, 
and there is a grave amount of tension. That is related to this numerous state 
of the classes in the German 'medical schools. 

Another correlsry of the relationship of the large number of students is 
this; It is tne ratio of teachers to students, and whan some of them have said, 
n Tes, our greatest trouble is the number of students,® I have Just said, °Just 
a minute, you mean the ratio of the teaching force to the students? B And they 







say “Ias, there are too many students. n And I say, "Howabout having sons 
nore teachers? 11 And they say, "Trail, that is against the regulations." 

And there your tradition cones in with both feet. They can T t think of shifting 
traditions* 

M - 

That is,a traditional set-piece and they have a certain number, and if 
the students increase, it is too bad for the students, and it doesn’t have 
anything to do with the regulations. 

Again, they simply von’t believe the student ratios ihat I told them we 
had. In Rochester it happens to be two teachers for every student, taking the 
sum total of all of the teachers at the Rochester Hedical School* It is two 
teachers, per student. 

Well, it is more like one teacher per 80 students in Paris at the present 
tine, and they are incredulous to put it mildly about our situation. That 
again is related to a very narked difference that there is and has been for a 
long time in Europe, namely that the European student has to p ay more attention 
to the ax-t of passing an examination than any of our students have to pay 
because there are two few teachers to know the quality of the students. You 
have got to have an examination, and, ergo, the examination becomes extremely 
important because it is almost the only performance the student has to show 
the quality of its work. 

Ivow, just two more points. You can often get an idea of a country by what 

** ► 

they find extraordinary, or extraordinarily useful or singular as a characteristic 
or valuable in the US. The Europeans in my experience have been impressed by 
these fields in the US at the present time—the fact that in the training of 
cur surgeons we are slanting more and more to 'a physiological training. 

Second, that they find American anesthetists simply out of the world, something 
that they don't know at all. And third, they are much impressed by our child 


guidance and child psychiatry; and fourth, 
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prc )r,razs made in /-.erica in endochronology and internal secretions, although 
I am rather surprised that I have had nowhere near as many requests for 
xnfomation this last September and part of August, and I had nov.-here near as 
many .requests on the ACTH as I expected there would be* That has not apparently 
burst on the horizon as yet there* 

ivcw, the tr.ro things that they mention the nost in terms of the generality 
of scientific work as X said were tea-work, and this perfectly remarkable thing 
that you Americans have, namely the equality between the teacher and the 
student or between the assistant and the teacher and the professor* They stick 
around pretty much in the atmosphere there still, and the professor does a good 
deal more authoritative influence than he does here* 

Now, there is one other thing and then I will be almost within my limit, 
and that is the manpower losses in - c 'urope which wouldbe bery hard to e xaggerate. 
They are of two orders. One is the manpower lews that took place in 1911: and 
1918,- which is showing itself in the group over $0 in Europe, and they are 
simply minus an enormous number of persons. 

Take a fellow like Henry Loshay, the French physiologist, on a saiupxxng 
basis. I said to him, ”T7hat is your experience? 6 And he s aid quite simply, 
a I graduated from the University of Grenob in 1906, add there were seven of us 
that graduated with honors, and I was the only one that survived -the first 
fforld T7ar^. 


now, it is sxtrenely hard to Improve the importance of something that 
isn't there, because it is hard to prove its absence first of all. It isn't there* 

3ut it is a tremendous loss. On topd of that, the French* saf-fered a very heavy 
loss during 19u3 when the Germans took out 280,000 Frenchmen that were making 
their living particularly in occupied France, and put them in prison camps and 


only 28,000 have ever been heard of. That is not kn c.rrwerre■ is re-i 
a forbiddable thing. . 
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The head of higher education there, a fellow named Pierre Shaei, I asked ' 
to confirm that story, and he said "Tes, that is substantially true, but you 
have left out one thing* If the Germans had made that list in 19HL or 19ij0 
and had gotten all of the young French who about that tine slipped under¬ 
ground,” in other words, if they had had the full choice early in the war 
and had taken 280,000 and then these were his words, and he was speaking English, 
"I would not expect France to get to her knees for the next seventy-five years.™ 
You can see the meaning of that. Their potential fa mi lies are gone, and 
the tradi/tion of hard work and honesty is gone, and that is the last thing. 

It is a somber thought to close on, but in the occupied countries for nearly 
five years the smart thing for young people to do was to cheat the government 
because the government was the government of a stranger, of a foreigner. And 
all you can say rather bitterly is that all'of the young people learned to be 
c ooked and new that the government has become their own government they don’t 
yet know the difference and there is a very substantial loss in general public 
morality and in the absence of the leaders who were removed it is a very 
difficult situation. 

Scientifically I think it is a very spotty picture. The countries that 
are something like what they used to be are Sweden, Switzerland, and to a 
certain extent Britain, with qualifications in Britain that you know as well 
as I do, namely the. food difficulty and the shortages all along the line, 

•* » 

There are spotty men of brilliance living under great handicaps scattered aH> 
over the rest of Europe, 

The financial situation and the political situation and the profound 


uncertainty as to what in the hell is going to happen next £its JLike a cloud 
over everybody, and a girl in our office told me in a very intelligent way, 
a fine girl, $2 years old, so she wasn’t a stripling 
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That is one thing that I don ! t have two of.” 

And that is very much the atmosphere. It is one in jfhich we not only 
lead the world in terms of our opportunity, but there are hardly any other 
entries at the moment, excepting in individual brilliance which is rnaving 
a darned hard time he cause of the limitations all along the line# 

DR.3R03E; How do you account for the fact, Allen, that England, despite 
the difficulty it has been laboring under and is still laboring under, is 
still doing such extraordinary good work in the fundamental aspects of 
science? Do you think that is momentum and tradition, or what? 

DB. GREGG; I think it is partly momentum and I think that they did not 
have anything like the manpower losses that they had in the first n orld liar, 
and I think that the English have this thing that I referred to, namely, 

■with limited material, they sit down and s ay, 'HTell, if we csn*t do so many 
things, the things that we do do we hadbetter select with the greatest care.* 
They have done that, certainly* 

DR. BRONX; X was hoping that you would say that, because I think that 

that has a lesson for ns# 

DR. GSSGGg I certainly do feel it, and you take X-ray crystslograpby 
as applied to proteins. The English are right on the ball there and they are 
having a hard time getting the instrumentality that they want. There are 
other things that we don T t realize, or the majority of us don*t realize,,”jand 
I think it may surprise you to know that 58 percent of the s tudents at Oxford 
and Cambridge are on fellowships, and they are fellowships accorded very 
definitely on the basis of student performance. 

That is a pretty big fraction. The English are making a change there 
far greater than we realize in the direction of f ree-sc-^c -Llu^ fur-^ ny boy 



that really shows very definite promise. Ours on ths-w.-rox^saa rou-uj^ 
speaking is more or less education for everybody. 

Sozb of these things I feel very much as though I were talking about 

domestic life with my wife present, and Dr. Stern, have you got some qualifi¬ 
cations on these generalities? 

DH. STBRNr I haven’t been in Europe for fifteen years or mere, but vfcat 
you say is so similar to what X knew from my 07fn time that 1 have northing to 
qualify it. 

These things which are going on in England, should they not very soon 
change the feudal aspects of British universities? 

DR. CRSGGs They are changing to a great e xtent. 

DR. STZFLNj You did not speak about the quality of scientific and 
medical general work in Europe. I remember during the war, you once gave 
a speech in which you pointed out how very much important work was being done 
in Europe, and that we should not overlook this. How is this now? • 

DR. GREGG: There are tvro or three things that are very interesting. 

First of all I actually believe that there is something that one could call 
the originality of isolation. It is an awfully small number of valid tAths 
that come out that you can discover because you are isolated, but take lionet’s 
operations on the fore-brain. I don’t suppose that there is a clinic in the 
US or in. England where somebody would bare to, so to speak, in-ignorance and 
isolation, proceeded toscoup out people’s fore-brain to the time that llonefc 
did, but nobody cared. He was completely alone, and nobody knew anything 
about it, and he comes across something that is of considerable value. 

It is the same thing with electric shock therapy coming out of that 
Italian clinic. There they try everything under heaven, and they try it in a 
considerable measure of isolation. 
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There is also this 



endous emphasis on individuality 


which has 


sous very interesting advantages* 


I know I used to think that freedom 


was just a pleasure principle, but the more I see of this^ the surer I 
am that nature by her many experiments manages to survive because she 
tries so damn many different ways in genetics combinations, to produce 
sore thing, and doesn't care if it is different* 

The 3uropean University reminds me a little bit more of what in this 
country would be called an -^ad^ubon Sird Club, It is a collection of people 
who are interested and who withdraw from the rest of society and exchange 
ideas* .This is a tremendous exaggeration, but it does result in that. 

That is much more the atmosphere of a great many of the universities 
than it is with us, and out of this tremendous originality or this not 
necessarily tremendous originality because they are not more original than' 
we are, but under the encouragement given to originality they still produce 
these things that we shaLl have to watch pretty carefully. 

This is the time to finish the speaking, and thank £ou all for coming, 
very much. It has been a pleasure. Tomorrow we meet at 900* ‘ 

(Thereupon, the s ession adjourned at 5:10 p.m,) 
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The eleventh meeting of the Program Committee began at 10:15 -A..11. on 


January 12, ^1951,- at Site B. 

Present : 

A. li. Brues, Chairman 
R, J. Hasterlik 
L. D. Marine Hi 
F. C. McLean 
J. E. Rose 

R. E« Zirkle 

S. L. Powers, Executive Secretary 
R. L. Cardwell 

J. S. Schubert (part time) • 


* * ■» 


Reorganization of Research 
in Biology, Medicine and 
Radiological Physics 
(See Minutes of 10/6/50, 
p. U-23; and 1/5/51, P. 10-7U) 


Dr. Brues noted that Dr. Schubert was invited to this meeting in order 
to discuss with, the members of the Program Committee the relationship of 
himself and his group to the research activities of the Division of 
Biological and Medical Research and to the service activities of the Health 
Services Division. For Dr. Schubert's benefit. Dr. Brues reviewed briefly 
the scope of the reorganization plans as discussed in." the last meeting. He 
recalled the general opinion that the Schubert group belonged programmatically * 
and administratively within the Division of Biological and Medical Research, 
hut that some responsibilities toward the bioassay functions of the Health • 
Services Division should be maintained by the group. .In regard to 
3r* Lawrence S. Myers, Dr. Schubert said that he felt Dr. Myers could not 
be tisfied with an entirely routine job, but that layers would have more 
\ n the future to develop analytical methods which are needed for fecal 
aua^ses. The development of these analytical methods and the assistance 


t 
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layers would give to investigators in h 3 analyses and to investigators 
dealing with low levels of C^li would constitute an amount of research 
*ork acceptable to layers while allowing sufficient time for the routine 
aspects of the bioassay services. Accordingly, Schubert agreed that 
layers could be listed formally as devoting about 90 per cent of his time 
to bioassay and about 10 per cent to research. He agreed that it would 
continue to be necessary for him to have frequent'contact with layers and 
that he probably would be the best liaison between bioassay services and 
the Program Committee. In order to formally recognize this relationship, 
it was agreed that Dr. Schubert would be listed as devoting approximately 
10 per.cent of his time to distributed services, being responsible to 
Ur. Hasterlik as Director of Health Services for this portion of his time, 
and that the remainder of his time would be spent under the authority of 
the Division of Biological and Medical Research. Dr. Schubert left the 
meeting at this time. ' 

There were several questions raised concerning the names of research 
groups and several suggestions were incorporated into the new listing. 

Dr. McLean said that with the death of the Noyes panel, there is no 
laboratory grams within the AEC which now recognizes fdually the need 
-•for thought on military and civilian defense problems, ahile he does not 
eel that a special group carrying such a name need be set up, it should * 
-e agreed that one of the responsibilities of some group (e.g.. Special 
Problems) would be this' type of problem. 


Human Radium Studies ’ 
( See Minutes of 11/17/50, 9. 8-5>9) 

There was brief discussion concerning certain legal aspects of the 
surrent study of toxicity of Ra in humans. One of the questions being 
considered by the Legal Department of ANL is the acquisition of bodies of 
Persons known to have ingested Ra. It appears that a Superior Court order 
exhumation with the consent of the nearest relatives is all that is 
~*cessary to obtain the bodies. If there is no kin, a Supreme Court order 
needed. Dr. HcLean pointed out that a person, when placed in a museum, 
considered by the courts to be legally buried. Dr. Hasterlik could 
••rasee no serious problems in obtaining authority to exhuse the bodies of 
people of interest to the Ra group. 

Dr. Hasterlik said that one of the Ra patients. Jars. X., ’is becoming 
•- ; i.tc in and it is likely that she will die in- the near future. This 

'•‘-lent is of particular interest*because external r ray measurements 
-•‘•Hc-ate a total Ra content of 2 jig. The usual experience has been that • 
.•erotic symptoms are not demonstrated by persons containing.less- than . 

* For this reason, all other possible diagnoses most be carefully 
-•cd outj and to this end a biopsy on her foot is p lan n e d for next week. 
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- Arnold, who has had no military experience, has requested of his 
.".j-rd'a deferment to July 1, 1951, which marks the end of his term 
-It' fellow. He is investigating autoradiographic means of locating 
“ .. <r s deposited in bane, a subject of considerable interest to the 
’ the present time in view of its concern with chronic effects 

•ivy radioactive elements. 

orues expressed the opinion that a move to retain Dr. -Arnold in 
: field ii} which he has been working for a year and a half and for 
.has shown some aptitude should be considered. 

,‘r. KcLean said that it was his experience that Draft Broads should 
. .« ier.lt with by persons other than the individual and that the Army 
: be dealt with after a person has enlisted. He felt that the Army 
rides show much more sympathy for an appeal for the efficient 
..ration of a scientist or physician than the ordinary Draft Board is 
ao. -Hr. Harine lli recalled General Cooney’s appeal for referrals 
- linutes of 10/6/50, p. 4-21) and suggested that should all else fail, 
Arnold be recommended to him. 

looney, who is responsible for a large part of the adninistra- 
^ :f the current studies on the metabolism and. toxicity of Ra in 
--. seings, is in the Organised Reserves of the U. S. Navy. Up to 
.-is Conmarding Officer has shown a willingness to cooperate and has 
■ d him to remain with Argonne. Dr. Brues felt that a continuance 
‘ .s type of deferment should not be expected and wondered if a more 
' policy emanating from a higher level is not in order. He expressed 
' -lief that the administration of the Laboratory is not anxious to 
-■ -he initiative in asking for assignment of military personnel on 
••.d. duty here at the Laboratory, Dr. Brues said he would attempt to 
• • vor the mind of the Committee on riedical Sciences of the Panel on 
.iil Aspects of Atomic Warfare, National Mili tary Establishment, 

. "raing persons like Dr. Looney. 

Concerning draft deferments in general, it was agreed that it wduld 
’’•T wise for the Laboratory to have a paragraph on file for each man 
’"-'.ting a request for deferment, describing the particular way in 
■ he is contributing to the research of the Laboratory. 

Argonne Cancer Hosnital 


_ -i** Hasterlik discussed briefly the research program of the ■ Argonne 
Hospital. It is his understanding that the Argonne Laboratory is 
-d to assist in the determination of the research program to be 
* ’*'5d out in this installation, and he requested members of the Program 

.... '’•*- e to consider the kinds of problems that are properly and most 
- 1 ---tenfrly investigated in.it.. The program is 'to be discussed with 
' *°‘TSeshall, Director of the Argonne Cancer Hospital and Dean of the 

/ 
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.vision of' Biological Sciences, in the very near future, and Dr. Hasterlik 
•shed to have some definite proposals ready for consideration. As parts 
.* a general discussion concerning the pro gran, it was pointed out that 
current investigation of toxicity of Ha in human beings is an excel- 
;S t example of the kind of activity for which a hospital is needed and 
use for which the argonne Cancer Hospital is intended. The argonne 
-cer Hospital can reasonably be expected to provide the access to 
linical material needed by the Division in its cancer investigations and 
rtainly the hospital is the proper place for experiments involving 
:uioactivity J in human beings. 


• -Concerning the last subject. Hr. harinelli asked if there is a 
.-serai policy concerning human experimentation. Dr. McLean said, that 
advisory Committee of the Division of Biology aid medicine of the ABC 
is been approached several times in'the past for a general policy and 
refused to formulate one. Apparently, proposals for human experi- 
-sts with radioactivity will continue to be judged on an in di v idual basis. 


Toxicity laboratory 

to the present time, the Toxicity Laboratory has been supported 
tin. Division of military Applications through the Division of Biology 
i Medicine of the Commission. Dr. McLean felt that further support on 
:s basis will be difficult and that it is not likely the present con- 
r-.st which expires October 1, 1951, will be renewed. There are no 
■ ideations as to what will happen to the facilities nor to the persons 
Tioyed by the Laboratory after expiration of the present contract. 

*• .'clean listed several possibilities — 1.) It may return to the 
•mical Corps as the type of laboratory it was during the last war, 2.) 
•-may retain an interest in radiation biology but be supported by one 

• Services. For example, the Air force which has a considerable 
"'-vest in the deleterious effects of radiation, their prevention and 
?r 7?y, has no facilities of its own and it may be interested in ac¬ 
ting one, 3.) The Toxicity Laboratory may continue to be occupied 

•• military and civilian defense and atomic warfare as an independent 
•■tract, or as a part of the nrgonne National Laboratory. 

It is Dc. McLean's impression that a proposal to Incorporate the 
Laboratory into Argonne Laboratory would not be unwelcome in 
quarters and that the facilities and certain of the personnel may 

• -red o'n problems relating to civilian and military defense (see 

• -i-As/Sl* p. 11-80). Dr. Powers said that he doubted that the 
'"^tration of the Laboratory would feel kindly toward assuming re- 

i ‘ility for the physical plant on the campus occupied by the Toxicity 
iry because of the Laboratory's current heroic effort to consoli— 

" -.-ographically. 
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■e of CP-3, the n umb er which just makes possible lethal exposures 
> in reasonable lengths of time. Drs. Zirkle and Vogel are to 
sh Dr. McCorkle to settle design questions and it is likely that 
source will finally be cone available to the Division. 


Hunan Toxicity Tests 

Jack Schubert 1 s desire for a test in humans of the toxicity of 
/.carboxylic kcid was discussed. The compound shows some promise 
is a remover of deposited-Be. Obviously the Laboratory should not 
Lreetly involved in this sort of testing pro gran, and it is sug— 
hat perhaps some pharmaceutical house could be persuaded to handle 
similar tests. The Chairman said he would inquire of the Medical 
f the Division of Biology and Medicine, Atomic Energy Commission, 
ee. 


- Human Radium Problem. 

J./ • a patient referred to previously (see Minutes of 1/12/51, 

0}\ .articular interest because the low estimated radium content 
icaT"symptoms of radium poisoning demonstrated by her, underwent a 
last week. Definite diagnosis of fibrosarcoma has been made. A 
of the biopsy material has been sent to Dr. Eobley D. Evans for 
a. 228 determinations. Dr. Hasterlik also reported sending to the New 
:erations Office information from the Barker files concerning certain 
'• lyses which the U. S. Radium Corporation had made at one time.. 

; other item was reported for the information of the Committee. The 
i;; vho was interested in running a newspaper story of the toxicity 
• sas been consulted. This individual is an employee of the State 
| - Department and his motive in this instance was to demonstrate how 
institutions are cooperating in scientific research. Vihen the delicate 
of this particular research was explained to him, he agreed not to 
•bis. publicity until such time as Dr. Hasterlik thinks it proper. 


Mesothorium 

•orrespondence between If. ?. Norris and H. Deplanche of The Rare 
and Metals Company, Inc., 21 East 40th Street, New York 16, New 
resulted in their offering the Laboratory 8 to 10 ng Ra 228 (see 
/5oC 1/12/51, p. 11-81)« If the Laboratory were willing to divide 
f. rvco lots of 8 to 10 ags, the .Minerals Company would waive 

• \ the Ra228. Otherwise the only Ra 228 (mesothoriua bromide) 

■ile from them at the present time is a tube of Ra 228 No. T 162, which 
STAed on April 22, 1944 and measured last on February 17, 1950, as 
-“log 69 .I mg Ra equivalent. The cost is S35-CO per mg ex-warehause. 
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•jd by Mr. Wahl, namely 50 lie. per cubic meter of air as T 2 or HT, is the 

a permissible level recommended by the International Commission on pril ( 

..^logical Protection (see Nucleonics, February 1951, pp. 70-74). Mr. 

• pointed out that this figure differs somewhat from that used by this 
-/story at the present time as the mpl for operations. Allowing 
r/vaek total dosage, 23 jcc/m3 is indicated. Since an allowance far 
• .re to other radiations must be made, X0% of this figure, or 2 fi c/a3 
is the mpl for Argonne operations. 'Hie need for experiments on 
--.-er and metabolism was briefly discussed. 


Human Radium Studies 

Tr. McLean told of the recently initiated conferences with various 
'-:ted members of the division concerning the decontamination of persons 
.-ing radium. This group will continue as one of the study groups pre- 
-•T described (see Minutes of 10/20/50, Appendix I, pg. 5-23). Dr. 

*lik reported that his recent examination of the files of the U. S. 

' Corporation reveals the disturbing information, that beginning in 
-• there was rather free substitution of RdTh (lh228 ‘E/o * 1.9 years) 

• h L (Ra22S) in the paints used for clock' dials. Ihe Th223 contents 

• from 2 to 25 % of the total activity, indicating great difficulty in 
'ing the original activity in a particular patient. Furthermore, it 

• necessary now to appreciate Th228 toxicity.in addition to that- of 
- =3,226. It seems likely that the dial painters will not constitute 

:*.uree of information concerning Ha toxicity in humans. 


Consultants 

• / 

««■-*» announced the intention of the Division to contract with 
” *iard Wainwright as a consultant. Dr. Wainwright was formerly 
He is interested in radioautography and will assist and 
•* -ivision in this field. 


* * * 

'■---.g adjourned at 11:30 A.M. 


Osaai 


* 


E. L. Powers 
Executive Secretary 
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L9s_Alamos, 

r January22, 


vsr,viifc.—* • •- 


New Mexico 

1951 


Dr. Alberto F. Thompson, Chief 
Technical Information Service 
U. S. Atomic Energy Commission 
1901 Constitution Avenue, N.W. 

Washington 25, D.C. 

Dear Dr. Thompson: 

I find myself concerned In the course of duty with the 
review of papers relating to human experimentation . 

It has been suggested by various persons here that 
there exist regulations or policies of the AEC on 
this subject, e.g., a paper by a committee In Biology 
and Medicine, but I can find no definite information , 
beyond the Idea that these regulations are comparable 
to those of the American Medical Association: that an 
experiment must be performed under the supervision of 
an M.D., with the'permission of the patient, and for 
the purpose of seeking a cure. 

For personal information,' can you tell me whether 
there Is any definite AEC policy on this subject, and 
what the policy is? Are there any staff papers 
available? 


Tours 

0 kj 


very truly. 


Leslie M. Redman 
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March 5 * ISSL 


Hr. lealie H* Redraft 
*D* Division 

Los Alasss Rational laboratory 
Atonic Energy Ccaaiasioa 
‘ leg Alisa, Rag Rnrico., 

* Rear Ur. Hodaaat 

Dr. Alberto F. Thonpean, Chief, Technical. Infomaticn 
Service, has asked as to reply to yo ur letter of 
January 22, 1951, concerning policies ca ha s an. axperl- 
»ent at Ion. Thus follgring stateaents hams guided the 
Rirision of Biology and Da dicing in its attitude tcirarda 
this prohlonx 

First, In a latter £ron Carroll Wilson, Conors! Manager, 
to Dr. Robert Stone, Urd-varsity of California, dated 
Rcrenber 5, l?h7, appears the f ©Herring frost a atateoent 
prepared for the CcEsrissinnars* hy the Advisory Canslttee 
far Biolojy sod Medicinet 

fl ffe therefore wish to record our approval of tba 
position taken by the nodical staff of the A£C in 
point of their studies of the substances.dangerous to 
hunan life. We believo that no substances known to 
bo, or suspected of being, poisonous or hareful 
should be given to hucas beings unless all of the - 
following conditions bo fully cats (a) that a 
reasonable hope exists" "that the addnistratian of such 
a substance •sill deprave the condition of the patient, 
(b) that the patient give his coeplate and inforae d 
consent in writing; sad (a) that the responsible 
nearest of kin c^ve in writing a similarly co-plate 
and inforaed consent, revo c able at ary tine during' 
the course of such traatoent.* . ; 
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" I80T0K 

Ditei 


1. It is the request of this patient _ 

that (he-she) be given a (tracer-therapeutic) dose of_;_by 

the staff of the Radioisotope Laboratory. This laboratory is supervised by 
the Hospital Board for the Control of Radioisotopes in Human Patients. 

2. The patient understands that all redioisotopes used in this 
hospital are obtained from the Atomic Energy Commission for research pro¬ 
jects. 


3. The method of administration and general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Committee for the Use of Radioisotopes in Human Patients. 

4. It is to be understood that the U. S. Navy, the Naval Hospital 
at Bethesda, Maryland, its agents and its personnel assume no responsi¬ 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 


(2.E3COV5.& GP^O? 

Et-Tv^^lS'C 

FXLC-) /po 

\ c \ 1 
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' ; 1.“ This rtiKt/ determines the ability of the thyroid t.o eoneentr; 
.Tlie nriount and distribution of the radlolcdlne is measured by ; isu 
Halier counters on the s!dji over the thyroid Elar.i.- The enwuni. > 
excreted in the urine is .measured in specimens saved over a peri-; 


2, The referring doctor should discuss -.(ith the Kadioisotope Li: 
cent use of the foilovfinc: 

(a) Thyroxine, propyltldouracilj or ary type of hormone therapy 


(1) 

S 

soluticn or syru 

a 

c 

(2) 

Diodrasi 

(I-V, and retre 

: rads 

(3; 

of sinus 

tracts)- 


1j i. • ' 

(31-onchorrass. 

injecti 

(s) 

I a*itorcv; 

ue (i-yoiegrar .s ) . 


(5; 

Priodox 

(Gail Madder s- 

::.es) 

(£) 

Id c 

etc rang courji t.s 

‘"dcinys 

(?; 

;r L yrcj. 

( 11 adder tad vr ! 

\hral i 

(-; 


ctss (lt,perte.;a.' 



-'e, ■ 


(9; ’hiomerin (ller.-orisl I'i-i-stic) 

(1C) Liodoy.-.ir. and .hiniofer. '.anti-..Marinis..,. 
(U.) !)iiod>fL"orss?i in (5rci runic:.- r*uiie?;„ 
(12) Viofers. (3kir. i 5r.tr.:s:it' 

! 1: ) T.uv-uro -.1 :O ’(Shi ar.iif=vsi:} 



peaches and pe:_rr. 


Is yd all -Meres ;.v; us-:- of lso:^. .-.\'*s '• o this ; o.tif.-i :... 
hours ptseeding an-i th ■ first \.l. sictsrs cf ;hs s-r.uy. ileas-; . 
ient has loose or frequent stoc\.o. as it rertires us to 
the stools for possible radioict.ano elimination -y this rcite 

5 o Urine Collections: 

Save all urine from the “ime of the dose on for 43 ;utu 
as listed below. Save 1): accordance with the labsls or. '■ 
furnished. Use only the containers'furnished by this 1 aJ i 
Collection schedule will be; 

12 hour specimen 
24 hour specimen 
48 hour specimen.. 

6 C If there are any questions., call the radioisotope Laconic )' 

7c Tiiae of dose___ 

•to food or drisu after__ _ __ 

hour oay Hcrt 

Please insert this page as part, of the Patient's chart. 
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_Hospital Admission Ko._ 

Autopsy He. 

Isotops AdLilulstmtlotu 

Isotope Treatment or Tracer Dose Date Administered 


Results of hadia.-. Sur vey ; 

Highest measurement external akin surfac e _ 

Highest measurement ins lie body cavity; 

Viith Tiscera intaet____ 

V7itii Yisoera reaoTa d _ 

Highest measurement external skir^ surface after Yisoera removed^ 
Remarks t ___ 


Thie certified that the remains o f _ 

have been examined by Radiac Survey and ie below the accepted tolerance dcse-ratt- 
of 6 mr/hour. There will be no health hfttard involved by- the mortician performing 
the embalming provided he wears rubber gloves. 


Radiac Survey Officer 


(?_ECCv^i> *52 


FXLE-V MS-■'i 
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tracer case #_ 
radioisotope laboratory report 
TRACER STUDY « '_ 


Patient’s Name 


Initial Age Weight Height 



Q-ECo\Z.b> 6 ^ 0 ?; *52 

t=. t-*! - vL'r ’' ^ l S<^ 

FnE.; Me.«. /po 

\^5l 


Head, Radioisotope Laboratory 


Chief of Radiology 
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radioisotope laboratory report 


__therapy #_ 

Patient's Name _ _ . _ _ _ 

Last First Initial Age Weight Height 


Date of Request Rank or Rate Ward or Out-Patient 


Provisional Diagnosis 
Rationale lor Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 

Estimated Tumor Dose: 
Estimated Skeletal Dose: 
Estimated Total Body Dose: 


Head, Radioisotope Laboratory 


Chief ol Radiology 


CC'ZCBb: 

#52 
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Oat* reoeir-c 
Dal* ssda ___ 

Sisssvxrs_ 


D-rerlaest of tae *it 
3bhu of Modicix* sad Surgery 

• ■ **C ^ ^ 

26 3eptenr— 1951 


“JUwU cr 3tS MSSISil D2?AJnB3*T 

JCTlaCS S2JLRCZ 1-3 

7b o ;bu;iJ lilted herein are effectiT* upon receipt. Insert this chaste is front of 
the Manual of the Medical DeparSest, and mart "1-3* oppeeite the be lev listed articles and 
subarilsles is the Ma n u al test. The synboi *1-3" indicates that this la the third adraace 
efeiagt issued is idnacs of printed ■■range 1. 


mu of Medicine as 


Chief, Bureau of Hedd/oise asd Scrgeiy 
\J 


1-13. through 1-19 
3-36 


Senary of Articles asd Sabartlclss lfTsoted 

5-10 16-7(1} 22-21(3) (a) 23-106(1) 

16-3(1) 16-21 23-2 (HOHTSXr, KZD-oa) 


1-13 tiysugh 1-19 Hcv articles 


Section 17. RESEARCH 


.^Statement of Pulley 

Scope ----------------- 

laboratories sad facilities ------ 

Ibojeeta-— —------ 

ficpcrlneataties os P ers o nn el - 

Trials of rr—srrisl Items, Specialties, 
Technical Reports asd Public Releasee - 


asd Iharmecsutieel fe o d ag ts 


Article 

- 1-13 

- 1-U 

- 1-15 

- 1-16 

- 1-17 

- 1-18 

- 1-19 


3tat went of Policy 


(1) The fundamental policy of the Bur¬ 
eau is to-encourage and su pport research 
asd derelojnenfc is medical, dental, asd al¬ 
lied sciences directed toward the sciatica 
of prohlr m s aXfoetisg the health, safety, 
eeleetics, and efflcleney of the personnel 
of the Department of the Raty and other 
branches of the Departaent of Defense. 

(2) The direction of the research «o- 
tiritiea of the Medical Department of the 
Hary shall be centralised is the Research 
DiTiaicn of tha Bu re au . 

(3) Derelopmaat, testing, and eralua- 
tion shall be the responsibility of the 
B u re au Coordinator for Research and Oerel- 
cpscst (art. 1-12(25)}. 

(l) There shall he no fixed eppertice¬ 
ment of basic research and applied or do— 
rslcjaaental research.' 

1-11. Scope 

(1) The fields of research studies is 
medicine, dentistry, and allied sciences 


■hall Include tha deadest aspects of me d i ca l 
aad dental problems related to rubmarlna, 
shipboard, asriatian, amphibious, aad field 
aettrltlem, sea trmuspert, aad military par— 
■canal. 


(2) Research aad development shall ba 
conce rned primarily with partisent operational 
requirements of the- Rasy am promulgated by 
the Chief of feral Operation*. 1 continuous 
pro gra m of research la thm basic sciences 
that affect military medicine and dentistry, 
and thalr ancillary branches, shall ba main¬ 
tained. In tine of war and nati on al emergency, 
thm major effort sad attention shall bm di- 
rmetmd to thm practical application of im- 
p roem d methods of mmdleal asd dental deftness 
againat-ths vatpeos, heal t h b m T a r da, and 
agents of modem vmrfsre. 

. (3) Rami hospitals aad other nasal asdi¬ 

cs! activities arm e neou r ag a d to conduct clin¬ 
ical rese arch , including studies-of diseases 
and lajjarlem, statistical racer d a of serlss 
of eases, appropriate therapeutic trials, and 
other phases of -11-4 lurestigation. The 

research projects asd the therapeutic trials 
must be authorized by and reported to the 
Bureau of Kedieiae and Surgery, through its 
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APPENDIX 7 


j 

MANUAL OF THE MEDICAL DEPARTMENT 


Manual of the Medical Department, 26 September 1931, Section 17, Re- 
•ear'ch Articles 1-13 through 1-19 are reproduced belcv: 

1-17. Experimentation on Personnel 

(1) Experimental studies of a medical'nature involving persons in 
ehe Naval Establishment are forbidden except when the experimental design 
In each case has received the prior approval of the Secretary of Che Navy. 

All such requests shall be forwarded via the Bureau for consideration and 
recoQsendation to the Secretary of the Navy. In the case of- military per¬ 
sonnel or their legal dependents, recommendations on requests received 
shall be made by Che Bureau and forwarded to the Chief of Naval Personnel, 
ehe Commandant of the Marine Corps, or the Commandant of the Coast Guard, 
as appropriate, prior to submission to the Secretary of the Navy. 

(2) Participation by personnel of the Haval Establishment, (mili- 

Cary and civilian) shall be on a voluntary basia only. Volunteers- will 
• * 

not be required to execute a release from future liability -for negligence 
attributable to the Navy. Such studies shall in no way 'interfere with the 
training or other performance of’normal duties of the personnel involved. 

(3) For each instance a statement shall be entered into the indi¬ 
vidual's Health Record indicating the project number and- the physical and 
psychological effect, or lack of same, resulting from the investigation, 
la case of civilian volunteers, ehe commanding officer shall eause s simi¬ 
lar entry to be recorded in the individual's personnel file. 




z - V J 


CTTA-PTr.-* 1 . 


StCAi 3SPAP.T; 


1-11 


lent !n on effort to 


^7^.ert.tTO—*- .' * 

—:??&=■. *n',v. ' 

.• 13Vii--v 
jcTirl *« 
rSpSSir • •• . 

I—• 

__;£*-£ laboratory employ: 

4 tmesphrrs end conditions eea- 
ffflraS Villous selenitic productivity. 2m- 
****\,i^j 0 —programs shall be effected and 
irSES^n* personnel shall be' encour- 
in the activities af professional 

w rrv“-'-. . 

• 

1-A Scop* V.- 

fli* Tyt 2si=» at research studies la medicine. 
tliXzj ntssms. sad allied sciences shall Include 
at btoadM* aspects of medical, dental, and nun- 
related to submarine. shipboard, avia- 
Bpo, i-ptlbisus, and'held activities, sea transport. 

tM alUUry personnel^ _____ 

(jjjteaearch. development,’ testing, and ev*lua- ^research through the OQee o t Naval Research, and 


(2) The selection and approval of research pro* 
posals -will depend ort the desires, initiative. and 
competence of the research workers: the available 
facilities: and the special opportunities offered br 
the location and environment of particular estab¬ 
lishments. In Use conduct of their studies. Investi¬ 
gators will be 'given the greatest possible freedom 
consistent with naval policies and the security regu¬ 
lations os administered by their commanding of? 
fleers. Investigators will be encouraged to arrange 
through Bram for consultation with civilian scien¬ 
tists. for collaboration with civilian Institutions of 
learning and research, and for Interserrlee caoper a - 
_ tlon.| Bovxo’wlH cooperate in facilitating the ex- 
f mange of Information, the authorization of contract 


Ojo t~h«Ji be,eeneerned prtnsipallr.with.perttnent 
Xtnl Research Requirements as promulgated) by 
& Chief of Naval Research\ A continuous pro- 
pa ef research In the basic sciences* that affect 
medicine. dentistry, and nursing, and their 
aodflu7 branches, shall be maintained. In time 


provision of medical and dental. information to 
'proper authorities, via official channels, and will 
maintain liaison with research activities In foreign 
countries. 

!,, >3) At command research unit s and /or labora- 
_ fisries under Suxss'diaBagement control, pilot stud- 
d wrrnd national emergency, the^ major effort v\\ 3 les TOy be micr iSES-iT ttST di^retion of the 

e8tBBJ «‘ Un ‘ °fflcer. who Shall be responsible for ■ 
p Br atl m^ of Improved methods medleal anddcnUl eendoetta* roeh studio and reporting them to the 
Maoaac against the weapons, health hazards, and chief Brass. 

'imisef modem warfare. \ —<* 7 / * •+f't*-f 2 U. £• ■^*•173.1 ./ _ 

V • Bivid hospital* and other naval medical, «c-' 0H— 11. Experimentation, on Peraonnel J ^7/a 
•*._ u» encouraged to c o nduct cli ni cal r e search. m Smetimental studies of a medical ? ■ *?,— » h . 

• of diseases and Injuries. statistical votvtng persons In the Naval Establis hme nt are for- 

PP’Vr 1 .'-®*?-" 111 °f a3t *- appropriate therapeutlc\ bidden except when the experimental design In each 
““*=■ Phases of clinical Investigation. \ case has received the prior approval of the Secretary 
jTaa jeaearth projects and the therapeutic trials 
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authorized 

t <*', 


by and reported to Bosom 
Application may be 
, L ~.. ,. • form i S'*vmo~H3S or on other official 
. .®*T be proviaed for this purpose. 

J*w* Inbomtories and Facilities 
T *ddltlcn to the nsnal Installations, inhe*- 
/T-j*!*?*' ^fapznsarie*. and In the medical and 
°f •hips and stations, Buuxa win 
, lzboratoriei and fidlltla sep- 

ta cooperation with other bureaus, the 

ftea ea reh. and Zhe Marine /Corps. 

CC * > i ar will be established by 

5 ? ym dance with Naval Research Require- 

P^aultated by the Chief of Naval Re- 
under the project will be assigned 
."sf •utilities by Bovra or at the request 

• u »et»j 7j^. Proposals for research will be sub* 
• Investigators via official chan- 

*, deration and technical approval, 

ytg t^^^'W ith other tertleo may be effectuated 
* 55TexU z»tsrs upon Bovxa approval or 

• 

g&’r. ■ 



of the Navy. All such requests shall be forwarded 
via Boxza for consideration and re comr n mrtatin n 
to the Seepstary of the Navy. In the ease of mili¬ 
tary'personnel or their legal dependents, re c o n - * 
mendatlons on requests received shall be made by 
Bosom and forwarded to the Chief of Naval Per¬ 
sonal. the Commandant of the Maxis* Corps, or 
the Commandant of the Coast Guard, as appro¬ 
priate, prior to submission to the Secretary of the 
Navy. N 

0) Participation by • p er so n nel of the Naval 

Establishment (military and civilian) ahaJl b* on 
a voluntary basis only. Volunteers wffl oat be re¬ 
quired to execute a release from future liability for 
negUgenes attributable to the Navy. Boeh studies 
shall in no way Interfere with the training or other 
performance of normal duties - of the personnel 
Involved. 

C3) For each Instance a statement shall be en¬ 
tered In the Individual’s Health Record 
the project number and the physical and psycholog¬ 
ical effect, or lack of ume. resulting from the In¬ 
vestigation. In case of civilian volunteers, the 
commanding officer shah cause a dznllar entry to 
be rec or ded in the Individual’s personnel file. 
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Loren B. Poush, Code 11, USN, to Code 74, USN 
(Bureau of Medicine and Surgery) 18 October 1951 
( fT Legal comments relative to proposed means of 
proper authorization and safeguard in use of 
radioisotopes”) (ACHRE No. NARA-070794-A-4). 
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• muiwa 

4 * “ 

xs oct lyjat 

Wiikl'OBdaU ’ 

*bt Code 7ft 

SiIjJi Legal consents. relative to proposed moans of proper authorisation 
And safeguard In uss of Radi oisotopes 

fitfl (a) Code 7ft ®«to of 18 Sep 19$1 to Code 11 

1. Enclosure (1) of reference (a) consisted of a blank for* which when executed 
by a patient or responsible next of kin would permit admission of radioisotope 
nodical diagnosis or treatments Enclosure (2) consists of e fora which when 
executed by the "isotope Committee" for the use of a radioisotope in the case 
of a specifically named patient would authorise awi direct the staff of the 
radioisotope laboratory to adainister the approved dosage* 

2* Attached also to the file where eoaa forms collateral to application for 
authorisation of use of radioisotopes* 

3» Previous inforaal discussion by Code 11 on tlds subject indicated that some 
concern exists in the Bureau with respect to the liability of the individial 
medical officer snd to the liability of the Government for other than contem¬ 
plated results in this category of diagnosis and treatment* Any such liability 
depends upon whether or not the responsible medical officer devoted appropriate 
car* under the circumstances. In other words* if proper cave be devoted to the 
treatment and the treatment be at the same time reasonably accepted by specialists 
in the field* no liability arises* The acceptance of this treatment by special¬ 
ists in the field would be demonstrated presumably by action of the Isotope 
Committee executed on a form similar to Enclosure (Z)« In the event that Code 
7ft did not consider the Isotope Committee to represent specialists in the field* 
it Is felt that parhaps. the fora does not indicate the qualifications of the 
Isotope Committee to the extent that may b e possible* tamer* only specialists 
auty diteraine that* 

ft* The legal effect of Enclosure (1) may bs considered in two eenses* to the 
first sense a statosnt by the patient that the hospital and the doctors concerned 
are absolved, of responsibility (liability) for results or offsets of "study" or 
of "interpretation" and "release fro* responsibility resulting from unforeseen 
effects" ie subject to the legal principlei 

One cannot provide by contract against liability tor a*£l» 
genes and this principle applies to every species sad degree 
or negligence or tort* 


■^fllE KISS Oorres. FILES^- 

ar£C£.C>'. 7(<s(iH 
(2-E3GC'& GP/'O?; *52 

Ei J rK‘T’:*-|S‘c 
FILL', f\\G-~ /pO 
\°\C l 
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xs i*t i&i 

Stibji Legnl camlets relative to redposed means of ps»per axrtharlf«ti<s*t 
and safeguard la use of Kadloieotopefl 

5, Iha Burftmj therefore* Aould assuae that a ho old negUgwce be estab¬ 
lished* the uelrer will mt ratter* the QorartMnt of answering according 
to the Judgment obtained for danegca established* The am* assumption Hill 
apply in the event that a nodical officer Is proven negligent# This should 
not be a startling or dlaconceroting realization for the reason that nr-glim 
gene* thue established would dspend upon the testinot^r of persons vho qualify 
as specialist* in the field* Sueh testimony would be anticipated to estab¬ 
lish any rules or reason applicable to use of radioisotopes In diagnosis *nd 
treatment* In the second sense the execution of a statement similar to 
Closure (1) constitutes evidence, if properly completed, that the patient 
vas auara of and accepted any possible risks involved whether because of the 
modernity of the treatment or because of other circumstances sueh ns the 
patients own Condition (provided the patient knows the facts)* 

6* In view of the forcgplnq* there la no l^gal objection to the uoq oj the 
proposed forns* Any instructions to nodical activities In the field should 
state as prt-fly aa possible the reasons for having sueh 3t*tm£nts executed* 
At the sane tine nodical officers should be reminded that liability dc.ien.is 
upon negligence in tha perforncnce of d'.:ty md that a pproprfr.tc care in the 
U3e of any reuedlos whatever should be required* *hal constitutes appropriate 
care will again be- a question which nay be answered only by cpcdclicts in 
the field* It Is not necessarily Incumbent upon the bureau to attempt to 
obtain a specified definition of appropriate care under the circunatances, 
Shore vill bo, hov<rrar, oono indications frvn experience of proeedureu w.ich 
should not be used and knovlcdjc of these procedures as acquired should be 
piweulgated to the activities concerned with related types of diarnooes and 
treabaat* 

?♦ Enclosures (1) and (2) are returned he-revtth. There is. alec returned 
Cowandlng Officer* U* B* Bar*! HospiU}, San Diego latter of f Otp 1951 to 
the Bureau, 4' • *■ 


urns b* rasa 


t 


orene-Cv. 7l6(iH 
(2_t5CC'V?, Gk^o^' *52 

£t- y TvL'-f:'*^lS'C 

PUT/- c--' / V^vG^ 
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Knoll ’ (1) Copy of PEffllSSIQH TO USE RADIO-ISOTOPES 

(2) Copy of AUTHORIZATION BY THE ISOTOPE COMMITTEE" FOR 3HE USE OF A 
RADIO-ISOTOPE 


1. Enclosures (1) and (2) forwarded for comments as to legal Talus. 




7H?- - a- E * DEMEHT 

X A£ Tf^ 
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isorarc 

Date* 


1. It Is the request of this patient _________________________ 

that (he-she) he given a (tracer-therapeutic) dose of _____________ by 

the staff of the Radioisotope Laboratory. This laboratory is supervised by 
the Hospital Board for the Control of Radioisotopes in Human Patients. 

2. The patient understands that all redioisotopeB used in this 
hospital are obtained from the Atomic Energy Commission for research pro¬ 
jects. 


3. The method of administration and general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Committee for the Use of Radioisotopes in Human Patients. 

4. It is to be understood that the U, S. Navy, the Naval Hospital 
at Bethesda, Maryland, its agents and its personnel assume no responsi¬ 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 


CASHED' 

(i-t=CC>v%£> 32 

t= t-X vl 1 '? i ^ l S'c 
FX L c—'r (\\£- - /pO 
\ 
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'JU This ,sdy datennlr.es th* ability of the thjroid to eoneer.tr: 
The amount «ri distribution of the radioicdine i£ measured by ::e - 
liullor counters on the skin over the thyroid glar.i.- The amount 5 
excreted in the urine is measured in specimens saved over a peri? 


2,' The referring doctor should discuss with the Radioisotope hi.; 

cent use of the ‘following: 

(a) Thyroxine, or op; - It hi our ac il, or ary tyre of hoircone therapy 

(b) Iodine "ontaininc. : reparations: 

(1) bt'vV: solution or syrup of Hydriotis arid, 

(2) Diodrast (I„Y S and retrograde : y'slo.:rs:..s, arteriograms, L 
of sinus tracts:).. 

(3) Lipiodol (Bi-ons.horrasns. injection of sinus tracts). 

(k) I ant or.?/ ns (l.yt.icri a'k j. 

(.':; PricacKC (Gall Madder series) 

(6) K7. (I.::; sctorar.v cough meficines. e-r Ere: ;:i : v I .future/. 
(.7; ur (bladder end vr-’.hral infeccj?-r-3 1 
(5) '’siiooycdioter (Hyperte/.e' roi there;": 

(?) Phi.?: serin (llsrrurial rivretie) 

(1C ) Diodu-vir. and . kiniefer. . 

(11.) DHod jflr'.orssci.isi (oral runrcr i-M-lie? 

(12 ) Vicfora. (3kir. <i--.tr.eni'. 

( 1: ) 7:j -.f :o-(Shi -rr.iinr s:: ) 


3-- Rest-ir 
anc «K>ur 

1 V-nv’ ,.»»*«* 

J.J. ♦ *r. £ It’* W*« 

oeaches and 







ts .■s’ , oi'j l_I. -.le.vas vc use <.>j‘ 
hours preceding cult th-* Xirst it 
ient has loose or frecieat- stoc.. 
the stools for possible radic-icn 


hv-irc cf ;h-i s-t.dy. in 
. as it rerti.’es ur, to 
ins eliirinc.ticn -y this 



5. 


Urine Collections: 

Save ail urine from the 
as listed below. Save ir: 


inte of the dose on. for LB ’. ou:: :. 
accordance with the labels or. ’■ !.- 


furnished. Use only the containers'furnished by this 
Collection schedule will be: 

12 hour specimen 
2k hour specimen 
LB hour specimen,.. 


r i. t 


6, If there are any questions, call the. radioisotope Labor ate j;- 
7< Tiirte of dose__ 


i;o food or drink after 


hourday 

Please insert this page as part, of the Patient*s chart. 


mort. 


fl-Bcout> G& 20 P; *52 

et jr ra t T > ^tS'<c 

FXXE^-' /Pv3 
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Hospital Ailaiissfon-Ko» 

? 

Autopsy Mo. 


Isotope Administration! 

Isotope Treatment or Tracer Dose Date Administered 


Results of Radian Survey ! 

Highest measurement external skin car fac e 
Highest measurement inside body cavity; 

V*it a viscera intac t _ 

V7ith viscera remove d _ 

Highest measurement external skin eurfaoe after viscera removed^ 
Remarks : 


This certified that the remains o f _ 

have been examined by Radiac Survey and ie below the aocepted tolerance dcse-rate. 
of 6 mr/hour. ThBre will be no health hazard involved by the mortician performing 
the embalming provided he wears rubber gloves« 


Radiao Survey Officer 


OrCCED' -7(<s(lH 

0-ECo^b 6P/>o^; *52 

Ee 3 Tf.H’:' |Ii lS'C 

Flit.; (\\e~~ l po 
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TRACER CASE #_ 
RADIOISOTOPE LABORATORY REjPORT 
TRACER STUDY #_ 


Patient’s Name 


Last 


First 


Initial Age Weight Height 


Date of Request 


Rank or Rate 


Ward or Out-Patient 


Provisional Diagnosis 


Reason for Tracer Study: 


Doctor Requesting 


Head, Radioisotope Laboratory 


Chief of Radiology 


■ *52 

t=. t-^T" VL'r’ : ^ (Sc 

fx u sx Kve-x /po 


\^5l 
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therapy case * 


RADIOISOTOPE LABORATORY REPORT 
THERAPY #_ 


Patient's Name 


Last 


First 


Initial Age Weight Height 


Date of Request 


Rank or Rate 


Ward or Out-Patient 


Provisional Diagnosis 
Rationale for Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 


Estimated Tumor Dose: 
Estimated Skeletal Dose: 
Estimated Total Body Dose: 


Head, Radioisotope Laboratory 


Chief of Radiology 


D>: 

GK so ?: #52 

FXi. f\\€- '1 /pO 

\*\5l 
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, .,n DISPOSITION FORM 

■T 


FTtEKQ. 

sower 

lEEDH 

Draft of "Agreraest with Volunteer" 


to Chief, Legal Office, SCO raw Ued Ess •! Dor 2d, SOU ome o -an. 3 ^ csmheht so. i 

Col Sapalskd/65y97 


1. ’• The attached is a copy of aa agreeaeat to be used by Dr. George S. 

Ulrich.ixx bis use of Tolimtaers from the i=ats population of the Earylad 

Penitentiary, Maryland- Bouse of Correction, and Maryland State Eeforsatory for 
Males. . 

2. Request clearance for approval of this agreenent by the Arsed Forces 

gp*Amrial ngt irat 3oaxd. . 


Inel. aBAlt J. RAfAlSSI 

Cpy, draft Colonel, K. C.. 

. Adaiaistrator, 

Arsed Boreas Epid esiolo gical Board 

161 . . •. 

TO • BEDH . DATS * CCHHEHT HO. 2 

The Judge Advocate General legal Office " - 21 Jan. 1S$Z It Col Sheehan 

- Departaaat cf the Arsy Surgeon General's Office 62$G1 

Bepartaent of the Arsy 


• ! 

‘ Tour concents are requested on the attached draft of "Agreement /with Volunteer" 1 
which is to be used with a nodical research contract with The Johns Hopkins Rnirer- 
sity, Baltiacrs, Haryland. * 
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Tib. jwtiM lKwsns ‘jrif.uajTi 
sc:sn.u c.p uyacjas 

AGu^ia it cm vcussiia 

SU-7. lit M DT rasstiits* 


TUT. I _bou^j of 

____________________ ynar- vi tv> da hereby- T3lur.ttr.;i; appl, fur ?vr~ 

cj.3j.3u lu i)«rtu ci»u .trt ut u au_; -sx text r» -as.- cj. 11/ .a.'-ng as ld» 

TiruUii j oj iwiit.'«u. troj ssu-ij,*, --a iu has Vasa fs^aioiued ti ss.» is 
to ii*tefuida Uiu cx'iitcLc of 3»r.goo virsaed jo tin tusna liter* Inis 
Stacy is oefii* sadu uwur a c.-dU-aci Cfrtsuan tbu Uoasiasiaa on Liwr ins* oars 
o£ Uui .•sa_- rdra^m _iiAdiesinlO£i.sal lw*ra uui the Jutes lluptena Ual^emity la 
Coupcraciuu nisi. ilv. Icr/JUte tesni **f Correction. 

1 ucwcr^tsuo U.I.L i a* 11 In.’ required tu OaOur{.o & {li-yaica! <-«n -< -.•>- 

ts«a nm ctrjui. ‘.ml: ai lit..1*3 f-^u:t»eo la vr>;«.r to tedcrv-ut if 

i or o ivulcllu os. i-.uto. upon r-.vca .v-cct. - ;ic<rij eo.lu.i.ecr to *•---< t 
to lnacui.- limu mi. i.dt otter ; .r'iceamrcs as ary tu :;cct e;:-ry to ecrxy mat 
the study, to rupirii 1 physical ryaaiaitisns =ai 11 ■w lucut. an ov-oita 
»e vit>.:. -•■• aeuxtd avoi-tssry by the , nyoisiotij in ciiar.j, *ur« tf infuctren 
•.crarr, t. roun t-resliunt. as tr pr. ccr.uec. I a^rce. tin tic 
cter^j- thail Is tin. soil' jui.f- -iX t.V. ouraticai at tne *.•» no.* 01 Isoivtictt 
.arc tecs it* lit at.- on titceasary. If :s further snuerstsod thst Ur; Cassis v. on 
a»i Llvrr 3 £serxu dull on tt<« stir. f udt,e aj to ohclhur .ony illusss •ocountns 
uubsu^ueef to tins tcrslunflcs si tils c-ap*nic--«t is or Is sot tic result of 
the aforesaid exp*risen! »i» is or Is on aufCledcatiy s&Yuru. to repairs 
furthvr steisal e?re ate the accessary duration thereof. 

Tie procedure, petestlol bccaiits to science os d riues of partiulpc- 
tlos In tte ctucy hart, been explained tc =a by the plyai clna»ln-clar,.c, or. 
•lasts* 2. xineic, and are undsrot.-vid by sup and 1 iutrwbv isscna t all note 
of such parts cljjnclea. 1 apron to eoopersta to tew rullcct udeut =ttl 
tte phynicixna eomluctlns th= study*' 

' . * \* 

i oteurataoJ t..at at. tie eoitcluaiuc ay satisfuctexy p-lticlaJ—. 
f.3i m ;su stacy, i aa to te lusoichea cn •vprjpri'ita Cerciiicttt sf S.-rit 
.Xai a iiU.tcrenf at s, voluntary uciiaontisu in the stUuy.- olu tost that 
i havL w.ua rtnssrod voluntary aurvaca to teox.uty nltl tu placed in ay 
official record. I ateersfasd thi.f tlo sun of r.vi.20 per cay telle 1 s' 

0 u.'irt of this a tody .ill Cu cepositoti to sy ncoouat nt'thit terylanc Its to 
bcforsiitoo far xiUjo. 

4.. aj;-l SCISfj CildJMrd td OO i~rt *-i vud a of 

tctlnv f..r ^oslf, and for te in bctelf of ry learn, peracadl rtpriouitt- 
tl7«o”ii(va a»Bt;n«, Os txrscy r»lce»o the Jibs* HopM.no university, Uj* 


CotlTEO: 

e.sc<c?e^ GAO 
E.UT^Tf;^lS 
. Ptt f : <?— 

kwtS^* ^ Cs^?tu£^s — 
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lav or 1 b «qtul 7 * for any injury fatal or otaarmsa* wliieh say result 
frua ay varttcipaUuu la ilia oUUy» 
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witunaa 

/ • * 
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Acesaicdi 

Biases* 

• 
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REPRODUCED AT THE NATIONAL ARCHIVE' 


FIKGA 019 25 April 1952 

UEMORWrotM FOR FILE: 

SUBJECT) Research and Development Contracts - Medical Investigations. 

1. Upon receipt of the inquiry from t&* Chemical Corps this office 
contacted the Surgeon General, Lt, Col. Sheean, ^egel Section, Ext. 6201, 
fioom 1060A of Main Navy and he edTised that they take a fora of release 
from such volunteers before they sre used as human "guinea pigs* by the 
contractors with the United States. Seemingly all the contracts are 
executed r/ith hospitals or universities and are generally on a coat basi3 
on occasion there is a co3t-plus-a-fixed-fee contract with a commercial 
organize Hon. Copy of the release was forwarded to this office. 

'2. I talked to a Urs. Johnston, Surgeon General, Ext. 65 IU and 
she advised that sho would send to roe specimen contract forms. From 
her I understood that they were having considerable difficulty in 
connection with possible losses of this kind sod that in general they 
are not too convieneed that their contract is a good one. 

3. Than talked to Col. John 2. Wood, Ext. 65976, Chairmen of the 
Research and Development Board of the Surgeon Generals office. Col. 

Wood sdvised that they just hod a situation in which the contractor, 
the Unssachusotts General Hospital, inquired as to whether or not the 
Government would roimb'urae as a cost under the contract expenditures 
they must moke to said volunteers because something may go wrong 
during the investigation. Ibis matter is still ponding and has not been 
resolved. Thera is no special clause in the contract on this subject ' 
and it is Just subject to the general rules of /JSPR 15, Contract Cost 
Principle. From Col. Wood I learned, that generally the contractors do 
compensate their volunteers; students and prisoners are compensated to 
a degree and as a general proposition all persona who submit themselvea 
to these tests are compensated in varying amounta, depending upon the na¬ 
ture of the tests being run, sums involved running from $25 to $ 250 . 

The only exception is that they do not pay military personnel, and in 
that instance grant additional leave etc. Generally speaking these 
hazards are not severe. Up to this timo they have had no unfortunate 
occurrence that they know of. The tests are largely'quantitative rather 
.than qualitative; by that is meant that they use human subjects to find 
out what percentage of them will have 0 favorable as against an unfavor¬ 
able reaction; on occasion however there is sow disease that carmot b« 
tested by animals but they must use a human subject for purposes of 
dotermining effect in the first instance. Col, Wood advised me that 
they knew of only a couple of instances in which there has been a elate 
on behalf of anyone after signature of the so-called releases. One waa 
*» prisoner at Illinois but that situation resolved itself because it 
was shown that the prisoner destroyed the releaaes and then denied that 
ba :had .signed them; also, the claim was made by the prisoner against the 
doctor who actually adminietered it and not the contractor. As far as 
tha .Colonel knows nothing came of it and it was disposed of although 
he did not know what court action took place. 
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Seemingly also snare was one instance that occurred at Massachusetts 
General Hooi.-ital In which they were experimenting for shock treatment* 
However, that seemed to have orked out «?iisfsetorily also. 

4. I talVrd t-n Mr. Shetluy of tk.u Navy insurance section and he 
was going to investigate as to what the Navy did in comj^rable circum¬ 
stances. He believed that they also took these s?-c:lled releases. 

5. 1 thou talked to l!r. Fredricks by tie wire. Z advised him 
that generally we could net provide any workmen's compensation form 

cf policy vc cover risks of this : led. If the subject wero an employee 
of Bin contractor, then he is already covered under 'he worker,en's 
compens?tier, r-olicy of the control 1 lor. If the subject were not ah 
employee, then of course It would be impossible tu work up such a 
system as tie has in mind; *>? udvised that the contractors do not 
war.t to consi<’.3r these people as employees which Is understandable. 

In connection *;ij th use of FD-;>J2, I told him that it. could be possible 
that this fens cot:Id be used but only by employees c-f contractors with 
the United Stakes. 1 sent to him a^roup of the application forms 
and also told liim *'.at this .was to/used only when the Government of the 
Uhl bud States reimlmrsto-the cost thereof and that vo do not intend thet 
it should be onccura li od because each time the policy is issued the 
Government pays the cost of Jt. Hr. Fredericks advised that they have 
iiad no difficulty in recruiting people up to this time. He i3 not 
sure vriiother or not it is necessary to voluntarily extend benefits 
beyond uomi«jnsation paid to the volunteer, lie advised that this matter 
has been current for a considerable length of time and they are merely 
giving it consideration again. He states that they do have a little 
case now in which a contractor vtith the Chemical Corps wants to reimburse 
one cf the subjects fer S.mie additional time he lost because he was sick 
for a longer period of tine than anticipated; ns a consequence the con¬ 
tractor wants ‘he Army Chemical C-wps to reimburse him such expenditure 
if he makes 5 I., ili.it matter has not been resolved ?s yet. I also ad¬ 
vised him as to whether or not the Department cf the /r>ny wants to ,o 
beyond legal liability in furnishing benefits to those people if some¬ 
thing should t.;ke place is i matter for policy determination by the 
Chief of Uia Chemical Corps and perhaps tl-.e Army Chief -»f Staff. '.V’iUt 
that hj conoxred. Ur. Fredericks is going to sand ns a copy of l:is 
specimen conivact and 1 advised-him that I would inform him of any 
developments unearthed in eur investigation ss to hov: this :m Iter can 
best ! e handled. 


L. 11. "AijFF, Chief 
Contract Insurance Dr-**nch 
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April 30, 1952 


Rear* Admiral Winfred Dana - 
Medical Carp3, U.S.N. 

The Pentagon 
Washington 25, D. C. 

t 

Dear Doctor Danas 

In accordance with, our telephone co nv e r sation of -alia afternoon 
I am enclosing a copy of the draft state m e nt 'which we have developed. 
As X mentioned to yon, this is still in draft stage and we would 
appreciate any ideas that yon may have after looking it o v e r . 

At out latest meeting ve decided to delete ’a clause under .point 
No. 6 reading Ir and after participating investigators have also agreed 
to serve, as subjects.” Despite the possible moral and ethical ' 
justification for such a clause, ve felt that' it was unrealistic to 
make such a flat requirement. We are now thinking of substituting' 
for that deleted clause something of this sort: ”When the. investigator 
cannot in good conscience ask others to undergo a risk that he 
himself would not be willing to accept, and when his participation 
will contribute to the scientific value of the investigation, 
he should■agree to serve as a subject.” Z cannot say what our final 
decision will be on this question, and your advice will be most 
helpful. • ‘ ' • ■ 


dif: 


Lope that you 
,t matter. 


find 


is orait an 


year thinking on this 


Sincerely years, 

cLJt. Is. '&isJ. 

Charles V. Kidd 
Director ■ 

Enclosure ' Research Planning 3ranch 

uumci 

4 (-SA Sij 

S=K * L 
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H27ISED EEAET 
ii/28/52 


STglCAL FETIUIrLES 


BHEsmalTIOHS HfjOL^GIG' HPHlIl afelGS 


lBTOstiga±±oa3 anroljrlag frasan bain^s — often entailing medical, 
procedures or t he r apy that are substantially M-?+ rTrrmi : trim accepted general 
practices — are an. essential comp on e n t of radical r esear c h . 2sla 
oiTtaa -Siq only mesas csS admiring tba nee ^fhwwjim aseessr? to adssi the 
prcKZgaa of tba diseases and disorders that afflict nan- StMcal and-ggjgntific 
dictate, hcerereer, that these i nves t i g ations cast oo rndertataa. 
cody after aatar o thought, Trader rigorously defined and c ca t mTInd ccoditlcoa, 
and radar dsd&stapcss ***** tcOl «frrfcH?r» tha dmgera cf pgadlgtafiUy ea.tnv 
n y mH wfaaKTCT tjaxards. *9u» *11 ggejx 

>rt sos* ±9 'that boss beings 2sn* irgrlirffcibla- tSgJrta thaft *«!«*>»* &X.dSSBt 
yjgsS&aaSSsBa that agy ha raised 3a $& am e*-&+p9 d fleisxa q*«f tlo fiscal 
ytfSgo •gafigg, Ebsrsfera, tha rgepcnglhili^E of tba sftggjgiaar fttr t&s pgqalcal . 
axd mental trail being of persona 23 2da cars and fen dbsersacsa of tba ef&frs 
Mr prcf&asSca canno t ha crerrdddsa by ary e? st u dy <as s es earg h shfcb 

la i ntg y jg a tpd into tha sslatdcss&i^ bat&rasa .the pJjsisisa and jSs-gga esr3 ? 

TfiLthin these general principles, tba fbllssisg gside Hess, ahich sh&ald 
be ccssidsrsd as a group, ast ha cbserrcdr 

1. 2aa p e r sca sfco is ccr^stsrS to g£ra ccuseni to an inmsstigsti'TO 
proeedsra nest da oq. So rat haua legal capacity to gira consent and be able to 
essreiss free choice, “without tha intsrrenticn of ary element of fbres, fbssd, 
deceit, duress, constraint err coercion. Ee sost have sufficient tecwladga asa 
ec ni g r e h e nsign of the n a t u re of the i n?esti to enahja V*r? to sake as 


irotSerttoa 
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’ td a r st aadia g aTV * enlightened decision. Ha mast therefore ba told the nature, 
dnration, and pur pose of the ecqwriaeat; the asthod and mesas "by which. It la to 
ba ecadaetedj tha laconyuaiaacea sad ha z a rd s gaaseaahly to ba expected; sad tha 
affects* apes Ms health or person which can rsasansfcOy be ssnsetad to coxa ffccn 
h±a p*rtieipo.t±ea la tha larasti^felm. Ea rftnnld aadarstaad, fhrthsraere, that 
by his is b eeqa q a co-l arestl ggtgp with the phyaitrfan . 

Ia tha case c£ a person who Is sot cosaetm t to give consent, tha cca» 
sent of Us la gal gaa r d l m -aast he ae c ur sd a f te r lisa geanHan has been g t rat the 
■ lnfmw tl nn atrtllaed shores.. tha oresr-aH c orutlttan a ' secretHiding l uv c a tl^ttega 
.±rudre±Bg parse n s tfla are net c oa p e tesrfa to gfaa c ongra rt mast he such that , 

tmaflt 3&7 ha expected to sccrto to 

tha roapcngChQlt y for sseertsdadsg the quality sad acceptabilit y of 

tha jndgsoenfc mads by cob the c onsen ts to parMUpata & a contasplated -Ir g ea t l ga* 

• . • 

-^jo a, and for accep t ing or rejecting sash a co ns ent, -wsw ta ■frggfirH«»j*Ty the 
^.^rrTjcrtan r eaper? sihln far tha medical ears of -tha pers o n inspired and altSmtaly 
Tr pon ihasa to whoa tha physician is aA**rri crf r^a- M .imTy responsible. 

2.. 'Ihe patient (or, la tha casa of a p erson sot ceapetaxt to chccsa, 
Ms legal go ar ril an) should be at liberty to irithdruar bis con sexA sad to cfflssa 
participation In Ifca study at any tine- sad fbr any ssaaaa, except whas 
diacoiitlSGancQ would clearly endanger his health or Ufa. 

3- ^vhsn stadias Involve Tnnvaa beings, the physician is obliged to 
seek, ssd the iastitation with ah±eh be- is affiliated is obliged to pro vide, 
ctmetent advice as to the acceptability of a!* 1 elements of every proposed ir~* 
vestigation, both as originally pla=rsd and as they evolve, in relation to the 
welfare of the patient cr subject. 
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l± m TgTggt jffl ~fcddi 3 involving T- nrvjrt "beings ahonld as undertaken only 
after earlier atndy of anisals, or the dear irrelevance of anianl atadisa to 


hxmsns, prec l ud e "the probability that a 


answer can be obtained by 


Meri c limi ted to anisals. Moreover, an ire rmiHga-M/Tn shcnld’not be u n d orta ken 
rsxtZL the-hazard to the hnman participan t has been da tegadas d as veil as la 
reasonably possible by earlier a t ady e±th or fhs r»l 4 rr»t-r»t ezperlescs. 

The in ve st! gxtl on shcnld be so planned and ccndacted as to avoid 
all-physical and centa l severing and in jury except that "which is indispensable 

w • 

to the i awa tigat d m . 

6 -. The physician resp ons ible for the care'of the patient cost tersdnate 
the j g ges fdgat j cn if ha has esnse to beHetra that eanttont ica m^r result in an 
i rrararadhla change, disahHng isjnsy or a fatal ctrtcocaa. Ewower, is those 


eixencstsaces under which an i n vesti gation involving core than a 


jrobahility of irreversible change, disabling in j u r y or a fatal 




£b cca- 


sddered, the i nves tigation ray he nndertakaa if it appears to be the only way to 
achieve a aajor HEdisal advaice, bat then only after all alternatives h a v e ' been 

r ,, 

folly eAanstsd, and after participating Investig at ors have aim agreed to serve 

• , * • ". 

as subjects. 

****** < . % 

7. The investigation should be condnctsd only "Asa, physical facilities 


to protect the patient are adequate, and only by 


and radically 


qtslified persons. The highest degree of good faith, judgaent, and care 

•* i 

shcnld be required of those Ao conduct or engage A the "?T vw<r h- » g=>trf«r» - 


JtK;ab 
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AUTHORITY LIBRARY COPY 
RBC'D. 28 July 1952 


AlH FORCE REGULATION'! 
.NO. 80-32 J 


AIR3.941i08.0U2 

AFR 80-22 
1—5 

DEPARTMENT OK Till: AIU FORCE 
WASITINOTON, <1 JULY W'J 


RESEAllCIi AND DEVELOPMENT 


.Purpose and Scope .... 

Tolicy ........—...... 

Definition ............. 

llesLonuibiiily —...... 

Procedure 


Clinical Research 


W.. £: .0 . • • < 


■Paragraph 
* > 


« 
4 


FundA... .......... ............—..................................................... 6 

Equipment-.........——......—-—_ — _... 7 

Scientific .Reports.—.-... 8 


1. Ftirposn aucl\5cope. This Regulation 
establishes a program fyid prescribes the policies, 
procedures, ami responsibilities for sponsoring 
and supporting clinical research at Air Force 
hospitals, dispensaries, and-.othcr clinical medi¬ 
cal facilities. It is applicable to all Air Faroe 
medical activities and facilities^ 

2. Policy. The Air Force policy is to en¬ 
courage and support clinical research by officers 
of the Medical Service, USAF, at any. Air Force 
medical facility for the purposes of Improving 

E mtient care; improving clinical techniques; and 
nerensing the efficiency of tha Medical Service, 
USAF. To this end, services of consultants/pub- 
licatiou services, funds, or special items of equip¬ 
ment will be made available through the USAF 
School of Aviation Medicine to support ap\ 
proved research. \ 

• 3. Definition. Any research proposal is 
eligible for support which promises to improve 
Air Force mcaical care, including examination, 
diagnosis, treatment, and care, establishment of 
new procedures or development of,new equip¬ 
ment, modification of existing methods, and hos¬ 
pital or field testing of methods or equipment. 
Such research must be performed by or in asso¬ 
ciation with medical, dental, nurse, vctcrinaryi 
or medical service officers aa a byproduct of their 
regular duties. No additional personnel will be 
authorized the initiating activities to support 
such research. 

4. Responsibility: 

a. The “initiating officer/’ who .is authorised 
to communicate direct with the Commandant, 
USAF School of Aviation Medicine, will describe 
the need for the proposed investigation, search 
the scientific literature for related studies, and 
prepare a proposed research design and project 
proposal. 

b. The base surgeon or officer in charge of 
the facility will be the “responsible officer.’’ He 


will make ever,' effort to maintain progress of 
approved investigations; he will insure that real¬ 
tor activities of his facility are not impaired; 
and he will be responsible for utii’-ing equip¬ 
ment and expending funds allotted ( a investi¬ 
gation. If the initialing officer . .ansfcrrpd 
the responsible officer will designate n new “prin¬ 
cipal investigator” to carry on the investigation. 

e. The USAF School of Aviation Mcdicim 
will provide funding and monitorship over thi 
program and each investigation. 

5. Procedure: 

n. The responsible officer will communicnfc 
direct with the Commandant, USAF School ol 
Aviation Medicine, Randolph Air Fomc Ban: 
Randolph Fjdd, Texas, using the subject title 
“l’roposal for Clinical Research, AFR 80-2*2.’ 

, The proposal, in original and five copies, \vil : 

' contain the following information: 

\ (1) Statement of the problem. , . 

(2) Requirement, in terms of Air Force 
needs, which justifies the investign- 
. v lion. 

(3} Brief summary of the background o' 
\ the investigation including mnjo • 
‘references to related research and t- 
statement of the expected improve¬ 
ment in the Medical Service, USAF. 

(4) P.csejirck design, which should lie a > 
detailed as possible, with description 
of methods to be used, controls, si*; 
of sample, nml other information 
needed for adequate evaluation by 
experienced scientists. 

(5) Name, grade/and title of responsible 
officer, principal investigator, nml 
other investigators, as well ns infor¬ 
mation regarding^-advanced trainin', 
publications, and sc.on. 

(6) Facilities, both required and avail¬ 
able, for the proposed research, to in. 
dude experimental Bubjeota. 


•v 
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(7) Items of nonstandnrd equipment, to be 
provided by the USAF School of 
Aviation Medioine, with approximate 
cost and suggested source. 

(8) Total estimated C03t. 

(9) Duration and timo phasing of pro¬ 
posed investigations. Investigators 
■will be encouraged to design research 
projects that can be completed in less 
than one year. 

b. The research proposal will he evaluated 
by the Research Council of the USAF School of 
Aviation Medicine which will notify the respon¬ 
sible officer of approval or disapproval of the 
investigation or will suggest modification and 
roaubmission of the proposal. 

c. Research proposals, when approved by 
the Research Council of the USAF School of 
Aviation Medicine, will he classified as projects 
or tasks as defined in AFR 80-1.1. Projects will 
be approved by higher headquarters in accord¬ 
ance with APR 80-20. When classified as a 
task of a previously approved project, the action • 
of the Research Council will be considered final. 

d. Those invcsUy/tiiona approved may be 
nided with funds to the extent available and/or 
With special items of equipment. Such funds 
and items of equipment will be utilized solely 
to carry out the approved research. 

e. The USAF School of Aviation Medicine 
will provide all necessary research and develop¬ 
ment project data to the Commanding General, 
Air Research and Development Command, in 
accordance with AFR 80-7. 

By Otmiiit oi' the Skcketary or the Am Fo 


6. Funds, Funds may be made available to 
the medical officer in charge of the. facility where 
the research is to be accomplished by AF Form 
No. 405, "Obligation Authority,'* citing the fund 
account to bo obligated and stipulating the pur¬ 
pose of expenditures, amounts, and time limits. 
No funds will be made available for hiring addi¬ 
tional personnel or for travel nor will there be 
any piorating of personnel costs between two or 
more fund areas. Responsible officers or investi¬ 
gators will not enter into contractual ngreementa 
with outside agencies for purposes of performing 
portion? of the investigation under the provi¬ 
sions of this Regulation. Contracts mny be let 
only with (he approval of the USAF Scho of 
Aviation Medicine. 

7. Equipment. Nonstandard and special 
items of equipment may he purchased by the 
USAF School of Aviation Medicine and shipped 
to the using activity. AH items of equipment 
procured under the provisions of this Regulation 
will be transferred to Iho USAF School of Avin- 
lion Medicine, at its direction, upon completion 
or termination of the research. 

fl. Scientific Reports. Resen-* 1 accom¬ 
plished will be included in the led • .,1 reports 
of the USAF School of Aviation M. divine and 
recognition will be accorded bath author and 
organization where the research was accom¬ 
plished. Subsequent publication in military or 
Chilian professional journals will be encouraged. 
Progress reports will be submitted ns required 
by the USAF School of Aviation Medicine. 


Omcui.: N. V. TWINING 

Acting Chief of Staff 

K. K. THIEBAUD United States Air Force 

Colonel, USAF 

Air Adjutant General 
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Subject: Security Heaaurea on Chemical Warfare 
and Biological Warfare 


1. The Joint Chiefs of Staff have considered the recommen¬ 
dation by the Secretary of the Air Force that action be talcen 
to "tighten security measures on Chemical Warfare (CW) and 
Biological Warfare (BW) but not to extent of over-claaalfi- 
eation with the resultant damage to our accelerated program". 

In connection with CW,- the Joint Chiefs of Staff note that 
only part of the field of CW pertaining to nerve gaaoa is of 
oueh seneltivity ae to require a epecial guide for its 
security classification and therefore the term CW as used 
herein appliee only to the nerve gases. 'The Joint Chiefs 
of Staff note that information concerning BW and CW is being 
more widely dlsaaminated than la necessary or is desirable 
from a security point of view. The Joint Chiefs of Staff, 
after examining the current over-all policy on aecurity 
classification of military information and the security 

eXanalTication policies: concerning BW mid CW, agree Chat: the 
policies furnish adequate guidance far safeguarding these 
areas of information and consider that within the framework 
of the existing policies action can be taken to curtail 
unnecessary dissemination of BW and CW information. Accordingly* 
the Joint Chiefs of Staff are of the opinion that, in the 
interest of increased security, responsible agencies should 
re-examine their procedures for implementing the current 
policios and keep under continuing review the following: 

a, . Measures to insure adequate classification under the 
presently effective over-all security classification policy 
and the specific security policies governing classification 
of matter concerning BW and CW. 

b. Measures to insure that alaasifled BW and CW doou- 

• mania and Information are made available to authorised 
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personnel only an a "need-to-know" basis with determination 
fn each case reserved to the highest practicable level of 
command, in each Service concerned. 

2. The Joint: Chiefs of Staff further consider that respon¬ 
sible agencies should: 

a. Impose stringent controls over visitors to activities 
involved in the BU and CW programs. Visits by individuals 
or groups for indoctrination purposes should not normally 
be authorized. Rather, consideration should be given to 
devising a means Co conduct essential Indoctrination pro¬ 
grams at places other than where BW or CW research and 
development work Is being performed and possibly by 
personnel not directly concerned in this work. Conversely, 
this should not be construed to exclude personnel who are 
actually engaged in the furtherance of the Stf and CW 
programs. 

b. Maintain under continual surveillance positive • 
measures to insure thorough security indoctrination of 
all personnel, and in particular, civilian scientists 
assigned to the BW or CW programs. And further insure 
that all such personnel are debriefed prior to assignment 
to other duties outside these fields or upon termination of 
employment in connection therewith. 

c. Impose a time-lag on publication, sufficient to pro¬ 
vide security for current research, when reviewing BW and 
CW material prepared far unclassified publication by person- 

. nel Connected with the BW or CW programs. 

d. Insure, insofar as practicable, that all publlanea 
articles stemming from the BW or CW research and develop¬ 
ment p rogr a ms are disassociated from anything which might 
connect them with 7.3. military endeavor. ' 
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Director, J/S 
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_ Applicability of Section 5, Publia lew 

1EDEH 557 - 82nd Congress 

Chief, Legal, Of flee 2xdafc?a!irci87]$£daiilolog» 14 Oct 52 

SCO leal Board Col Rapalaki/65997 

1. The Armed Forces Epidemiological Board has raised the question as to a 
praetioal problea in conjunction with Public law 557 - 32nd Congress. Under its 
sponsorship, the Armed Services are supporting crucial medical research in which 
human volunteers in Federal and State prisons are involved* 

2. The particular question that has been raised is whether Section 5 of the 
above cited Law is applicable to afford relief to the immediate dependents of such 
prisoner volunteers when as a result of these experiment they should die* 

3* It is requested that information be furnished upon which to bass a reply 
to the questions asked by the Board, end information as to how, if it is applicable, 
such provisions can be made in the contracts. 

FOR THE AHMED FORCES EPIDEMIOLOGICAL BQAHDt 


In cl. 

Cpy P.L. 557 


ADAM J, RAPALSSI 
Colonel, U. C» 

Administrator, 

Armed Faroes Epidemiological Board 
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•iEeQILxiDUru' FOR: ;3&ERS OF T!;E AE-HSD FORCES EFfDS-lIOLOGIC.iL uC.-JID 
DIRECTORS OF ALL GOLISSIOnS 


STiSJECT: 


Applicability of Section 5, Public Law 557 - 22nd Congress 


1. As instructed by the Board at its Fall Meeting an inquiry was directed 
ta the Chief of the Legal Office as to the applicability of Section 5, Public 
law 557 - 22nd Congress in affording relief to the immediate dependants of 
prison volunteers. 

2. The following reply has been received: 

"This law does not directly affect the prisoner or next-of-kin. This 
law is designed to indemnify contractors against any liability resulting from 
injury to persons or damage to property arising out of the direct performance" 
of a research and development contract. The sense of Congress, as taken from 
the legislative history of tlds act, is as follows: 


'Section 5 provides authority for the military departments to 
agree to indemnify contractors against liability and loss resulting frou injury 
to persons or damage to property arising out of the direct performance of a 
research and development contract, to the extent that sue-? losses are not 
compensated by Insurance or otherwise. In many cases, contractors are re- . 
luctant to undertake a research or development contract Involving extremely 
Iiaaardous new developments without securing adequate protection in the event 
of Liability resulting from claims made as r. result of damage from those 
experiments. Ho provision can be made for such protection by ancluding a 
reserve in the contract price, and the cost of -insurance, if at all obtainable, 
would be prohibitive.. The solution is for the Government to agree to indemnify 
such a contractor, subject to the safeguards provided in tliis section. 1 

From the wording of the law, and from the above quo ted legislative history, it - 
can be determined tliat tills provision Y.-as aimed at private contractors as 
distinguished from Governmental agencies. It is aimed at those functions or 
experiments which are unusually liasardous for which the contractor cannot‘obtain 
liability insurance, and it is a direct indemnification to the contractor aid 
not to the individual human guinea pig. The charge of claims, therefore, would 
be for the next-of-kin of the deceased person to make a claim against the 
contractor. In such an instance, the contractor is liable and, should he be 
forced by decision of court to pay on a judgment rendered in behalf of the 
next-of-kin, then, under the law the Government would reimburse the contractor 
for the amount of the judgment, 11 




co PIES>: 11 \ 
£JEcc?£-0 
E : *i=vS 

FXLe_: 


S3A1M3UV *|YNO)lVN 3H1IV O30n00bd3U 


260 



S1EDDH Applicability of Section 5, Public Law 557 - 82nd Congress 


•'The v/ording of tho law indicates that the provisions of Section 5 
Y/ould extend to prisoners and their next-of-kin. This can bo deduced from 
the quoted part of the lav/ as follows: 

•7/ith the approval of the Secretary concerned, any contract of 
the nrllitary departments for research and development * » « (1) Liability or. 
account of claims * * * by third persons, including employees of the con¬ 
tractor, for death, * * *•• " 


"If a contract for such research were entered into by the Armed 
Forces YJith another Governmental agency, it would seem that there would be" 
no need for a clause in the contract to indemnify the contractor. In this 
case, the contractor being another Governmental agency, the Government only 
Yrould be liable. If such a contract were let to a private concern or 
establisliment, then such a clause of indemnification would be entirely proper. 
In such an instance, a clause modeled in substance as follows, would be 
appropriate: 


•It is hereby agreed that the Government will indemnify the said 
contractor against either or both of the following, to the extent that they a 
arise out of the direct performance of said contract and are not compensated 
by insurance or otherwise: (1) Liability on account of claims (including 
reasonable expenses of litigation or settlement of such claims) by third 
persons, including employees of the said contractor, for death, bodily injury, 
or loss of or damage to property, arising as a result of a risk defined in the 
contract to be unusually hazardous: Provided, that the contractor shall 
immediately give notice to the Government of any suit or action filed or. any 
claim made against the said contractor, with respect to any alleged liability 
for such death, bodily injury, or loss of or damage to property, and for 
control of or assistance in the defense of any such suit, action, or claim, by 
the Government, at its election; and (2) loss of or damage to property of the 
said contractor arising as a result of any risk defined in this contract to be 
unusually hazardous: And provided further, that no payment shall be made by 
the Government under the authority of Section 5, Public I«aw 557 - 32nd Congress, 
unless the amount thereof shall first have been certified to be just and 
reasonable by the Secretary concerned or by an official of the department 
designated for such purpose by the Secretary. 1 11 

■ 3. The Medical Research and Development Board, Office of the Surgeon 

General, Department of the Army, proposes to use the above clause, or ono very 
similar to it, as soon as it is approved by The Judge Advocate General, in 
drawing up future contracts, and in modifying old contracts as they arc 
renewed to include this added clause. 

FOR the ARMED FORCES EPXDESIOICGICAL BOARD 

— —• 

: 1 1 .*•« V., *t -• •"!•* 

„ ADAM J. RAPA1SKX 

Colonel, U. C. 

Administrator, 

Armed Forces Epidemiological Uoard 
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COLORED BA3USS: Ve have no disagreement, 1 don’t . 
believe, with any or these. I thirJr there is a little in¬ 
consistency in Pa ragr aph 33, though, when we oome to that 

THE CHMHHaK:*ir there is nothing os 31 or 32 - 

DR. VQRTELEE: Mr. Chaiman. Paragraph 31 mates 
reference to proposals under consideration by the Arsed 
Poreas Medical ?olicy Council . 

Since this was written — in fact Just the other day 
we received from the Medical Araed Porces Medical policy 
Council, a statement of their recommendations to the 
Secretary cn this natter, and these are being circulated 
to- the Hub committees concerned for consideration and 
comments. It Just happens that they strite us, you sight 
say, at tha psychological moment, and I wonder, in con¬ 
sideration of this question, which is a rather important 
one, in the program, if you'd care to have this document 
of the' Armed forces Medical policy Council read7 
THE CHAZEI-IHI: Is it long? [Laughter] 

DR. WORTIILZT: About a page and a half. 

TEE CEAIRTliH: Are you agreeable, gentlemen? The 
answer is yet. An right. 

DR, WORTH:ST: This, is on the subject of the use of 
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hu m an volunteers in emserissnt al re so aiT.ch,.-Dr.-Caaberr- - 

advises Mr. ^hitman this way:_“The .attached. recommendations' 

and supporting conditions pertaining thereto are forwarded 
for your inf creation and consent. The nodical Policy Council 
approved the adoption of the reecssendations. at the 23 
October 1952 meeting. These are the recossendationa: In 
view of previous reco mm e n dations of tho Medical Policy 
Council that human subject be employed as the only feasible 
mans for realistic evaluation and/or development of 
effective preventive measures of defense against atosio and 
•biological or ehealsal agents. The 'Council further meri t — mr' 
that the fallotting policy be affirmed with respect to the 
participation of. personnel of .the Arsed Services in the 
atomic, biological and chemical' warfare research programs t 
(1) By reason of the basic medical responsibility in 
connection with the developcest of defenses of all types 
against atomic, biological and/or chemical warfare agents. 
Acred Services personnel and all civilians on duty at 
installations engaged in such research shall be permitted 
to actively participate in all phases of the program. 

Such participation shall be subject t» the following 
conditions: (1") Voluntary consent of the human subject 

is absolutely essential. This means .'that the person in¬ 
volved should have legal capacity to give consent and should 
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- -. _/r* * 

• • • » - 

be-'Boaituatad as to bo able to exercise free power of 

MMt » • • ***•*• .» *• ' , 

• • 

> ..'chbicanxrSTBUt *the intervention : of any element of force/ 

* »V • , ••« Ml . . . f 

" . *i‘ , ttuil,'‘'deaelt', .‘duress - b ve'fireaching7 ar~other"ultaricr 
of constraint or coercion* He should have sufficient 
knowledge and comprehension of the elements or the subject 
matter Involved as" to enable bin to make an understanding 
decision, This latter element requires that before the 
acceptance of an affirmative decision by the experimental 
subject, there should be made known to him, the nature, 
-••duration and purpose of the experiment, the method and 
means by which it Is to be conducted, all inconveniences 
and he cards reasonably to be. expected, and the effects on 

4 

his health or person which may^possibly come from his par¬ 
ticipation in the experiment. The consent.of the human 

subject, shall be in writing. His signature shall be affixed 
to a written instrument setting forth substantially the 
aforementioned re quire men tand shall be signed in the 
presence of at least one witness and shall attest to suoh 
signature in writing. The duty and -responsibility for 
ascertaining the q uali ty of the concent rests upon each 
individual who initiates, directs or engages in the 
experiment. It is a personal duty and responsibility 
which may not be diegated to another. 

(2) The experiment should be such as to yield fruitful 


265 





results for the good of society, unprocurable by ether- 
^ natho da or cocno of study, and not mndoc and unneoaasary 
,. la necessary. 

(3) The experiment should be so designed and based 

<**£i.ea, the results of.'animal experiments and a knowledge of 

*, A " " ;• . 

J^l&^hs^natural. history, of-the disease or other problems under 
that .the anticipated results ‘ will Justify "the per- 
:j*-tho. expsrtaent. 

J!?l* aspertesnt should be so condos ted as to &YOid 

j; uan «otssarg.physical and mental suffering. 

. 

[Syj^Ho^ ta g o rlaont, should be oonduetad where there is 

Jw.. 

Sri* season tp..balieva - that death or disabling inju. 

--1-. 

lllftf21 i ^ 2 ~ • - 

I-^acreevofTjrlak-to be- taknn should never exceed 

-sJSWiaaf^- *y,. . 

[ggWihad^bX-ther hiimaaitarlsn importance of the. 

fc*®i^?..Jiiol7ed bjL the. experiment. 

’ • 

Lon should be node and adequate 

jl^jl S^p ^ylded to protest the experimental subject 

Tgggggr^S2*as*'.- **Z' '' - 

g g ^^m ^cotji- possibility of injury, disability 

ik 4L* 

.Jsjwfii *k_ ould k® oonduetad only by 

^JU±2*T*ona. The highest degree- of 

^^g ffldgsd through all stages of the 

' ( 

■^^aotins or engaging in the expert- 
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(9) During the course of the experiment, the human 


sublet shall be at liberty to bring the experiment..ho an .. 
end IT he has reached the physical or mental stage where 
the continuation or the experiment seems to his to be im¬ 
possible . 

(10) During the course of the exp e riment, scientists 
In charge must be prepared to terminate the experiment at 
any stage if he. has probable cause to believe that the 
exercise of good faith, superior skill and careful Judg- 

' meat required of him, that a continuation of the experiment 
as likely to result In injury, disability or death to the 
experimental subject, 

(11) Whereas, prisoners• incarcerated in field_ insti¬ 
tutions, may and bare been used if the required conditions 


are met, prisoners of war will not be used in human e^eri- 
oantation," 

DR, JOHNSTONE; If they can get any roluntaers after 
that X T m all in favor of It. 

(Liughterj 

THE CEUE2I12T: Yes, Colonel Bayliro, 

COLONEL BATHES i I might point out that we have 
been running voluntary experiments for a long period of 
time. Ve jdo have difficulty in getting volunteers-. Most 
of the volunteers are from ©ur own medical .laboratories, ant* 
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_ when vie try to go outside or medical laboratories, us have 
. -great difficulty, but we gotten -volunteers Tor a 11=1 tod _ 
-ansaber- oELesperl rants, that we. .heve ^qonductedj^nioatly from _ 
our own group.She moment we try'to go out of our own plane, 
even Tor an experiment that there is no .danger at all, go 
to something ISJat the^ Training Cor=and, we are immediately 
turned down. It taVes too mu ah time and they ain’t he 
/bothered with it. That always happens, and it doesn’t really 
give us any means of obtaining volunteers, other than 
medical laboratories, but It right be difficult to say 

that there was no coercion used. They worhad.there. Thair 

» , 

salary depends upon it. 

If we go over to Chemical and Radiological Laboratories, 
‘we getno volunteers. If we go• to"Research and Engineering 
Command, we got no volunteers. Vithln our own' place, though, 
we do get some. [Laughter]. 

. How thsrs is no reward for volunteering; that*s the 
whole thing. The man who is an offioo man, he doesn/t 
get a day off. There is no mechanism share by we can get 
them. Ve can’t get any extra pay for them. If they should-, 
for some reason, die during these experiments, the people, 

I right point out, have died from z\i oh things as injecting 
minute amount of novocain. Small amounts of ether will 
inn an individual who is sensitive to it. you never fcnow 
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wxiffu you are gaang ”0 run Into somabosy ir,o is sensitive. 

W * ■■ •••■,' ♦ • 

. .Is.therea ny p rote ct Ion for £ha__n 2 n_ igio 31s s during J3’i£b_ 

• 1 ' >1 > i«f 

jeg aar i ae at, even, though-, there'in relatively JLitili _ 

dangeri or Is there any protection for 'the experimenter 
In the legal courts? That is the niiala thing that sakas 
It difficult to run these experiments, especially, on a 
wholesale scale like sozae people thlni: they should be run. 

If a man dies on your hands and you are sued. for $100,000 * 
who pays that? That Is one thing, and also, if he dies, > 2 ho 
supports your relatives that need supporting? There aro a 
lot questions of that nature that are not answered by such' 
■things as that. I think that there Is always difficulty 
In getting volunteers. 

'THE CEfiJEE2!A2T: The 'British "use a'different systan, don’t 
they?They take troops and assign volunteers; 

COLONEL EP.illSSj That’s right. Thoy do have a systen 
of rewarding now. That is, they pay them so much money and * 
it isn’t any large sum of money, but thsy do have a system 
of rewarding, but we don't have such a system. 

DR. VORTIHZT: Do they have all those restrictions? 

Are’ they as much concerned about the legal aspects- 
COLONEL LinZSS: I would think so. They don’t run 
experiments that are extremely dannerous. I think we run 
experiments that are practically up to the same level of 
danger, but we don’t'ran then inthe sane large numbers and 
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...ue do not have the volunteers. canine in.at all tires. I. 

don't know whether they have any greater protect fan,' either 
Tor the volunteers or Tor the experimenters l "1 **thihk they 
ore about the sacs. 

DR. WOHTHLZY: This *doaunent 1 Just read was considered 
by the Ccs=ltt»« onHunsn Resources at their meeting on 
Friday, and them cane In Just a few ninutes ago this 
eossunloation ihrom -then on the subject. It has their 
reflections on this natter of the use of human voluntears, 
If the Cansslttee would like it read. 

TEE CH OBIlAHj IT it is not too long. 

DR. VQRTEIZ7: Ho, It is Just about a page.' 

* 

All rights Here it is. The Proposed Hse of gftman 
Volunteers. ’’The paper under consideration was presented 
to a-selected nunber of the members of the Human Bascurees 
Committee for discussion. The following analysis of the 
possible problems which may arise a nunber of recommen¬ 
dations were nade: (a) that every consideration be given 
to the .full exploitation of the law primates,. particularly 
of the anthropoids, for experimentation of this sort, 
proper attention should be given to the needs of financial 
support to maintain a supply of animal subjects, particular 
anthropoids, since the supply of such subjects of extreme 
concern in providing tools for such research in this eour 




• (b l. that tha psychologists need to lnov; a great deal sere 
-about -the necessity for. using humans ; at all, since seal- 
litvolvlng-.b'usar.e^ass, .known to have occurred In the 

•• " ' _ *“ ** '■ H ■■ ««« ‘ ■■ n%m m 

data available Ifrom such accidents can presumably be utilised^. 
'(c) If such experiments are conducted, psychologists■would 
Ilka to Impose certain conditions for such experiments, par¬ 
ticularly since the stress condition Is not believed to be 
a true one and may well interfere with the elicitation of 
adequate data and information; (d) the experiments, whether 
animal or huosn. If humans are to be used, should not be 
or a random or similar nature, and should include , where 
approp ri ate, psychologists as members of the research 
group, since attitudes of general behavior of the experi¬ 
mental subject will be ‘involved, 'and ’ psychologists are very 
much.concerned about such studies; (e) due consideration * 
should be given to tha maintenance of safeguards In such 
experiments In the event human volunteers are used, and 
some incorporation of a statement In policy document which 
would indicate (l) the Government's liability In such 
situations, and ( 2 )'the insurance benefits which may 
accrue the. individual or to his family, in the event of 
accident or death." 

TEE CE&ZHEAIJ: Well, gentlemen, what position do wo 
want to taka with respect to this Paragraph 31 ? £’ Won ^ c *. 
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..if It would be helpful to us to have the 'suggestion which 
”*ld5Xoriel“2ayli33 vrould have-on—thisi..Colonel Dayii-s, do 
you have"anything- that you-want. to suggest to__u3j You 
have this Paragraph 31 before you, do you7 

COLOIEL E1YIXSS: Yes, sir, I am in a^?a«oent with tills 
paragraph, 

THE" CHUEilftll: You are in agreement. Well, is there 
anything that the Committee would oare to do to" it?" It 
Isn't quite in line with what — In view of the statement 
"we had read to us, I suppose that they are under con¬ 
sideration, but I suppose that's the statement that's 
at issue, isn't it? 

• • * 

‘DR. WORTHTSY: Yes, that's this statement here. We 

^ * 

knew that they were considering something, hut we didn't 
have.the finished paper. 

DR. ADSTUT: I think we can let this stand as it is. . 

THE'CHMRHAH'j Xs the* Committee agreeable to let it 
stand as it is? 

COLOIEL CA^RYR: Hr. Chairman. I think that, possibly, 
we might add something to this underlined portion. Inasmuch 
as it's been indicated that these Volunteers aren't pro¬ 
tected, legally, and get no pay for it, you night add 
something to tills effect, and provision be made for 
hazardous duty pay to volunteers whora it is determined 
that this is a ppr o p riate% 
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colossi: FISCS: According to-what the/Medical Policy 

'■'Council'■■ptrtr out you. can't do it ir. there.is any hazard. 

... . .■ _ ! 

-T mean, they state you aan't do it if there" 1 s ahy~2shnnoe •— 

COLOHEL BAYLISS: I think it night"bellirrieultrti rg at - 

. * • 

it through on that hazardous dut 7 thins because you run 

Into all these require cents tbit say It mat not he 

• — 

hazardous. Well, there is a hazard in everything you do, 
including crossing the street, and Just being any place 
is hazardous at times, so that I think it has to be sotae 
method other than that, and there are large numbers of 
groups that are tr$ng to get this hazardous duty pay. 

This will be Just one sore’ among many groups that are 
trying to get it and all that it's going to do is to sabs 

t # 

it'more difficult for .those people who are .already getting 
hazardous duty pay. It will Just thrown them all cut, 
eventually. 

TE2 CHAIBKAW: Colonel Batlln, you had something? 
C0L0H2L BATLIN: I'd lik e to taka the other side to 
what Colonel Bayliss said. You ask a man to go into a gas 
chamber filled with G3 without a gas mask. It's hazardous 
getting him to walk through that door and he is entitled, 
far the moral courage of walking throughthat door, for 

4* 

hazardous duty pay. Nobody is forcing him to do it, and i 
is a hazard..-. c ,Zi • s not like vailing across the street. 

• • ^. X. 
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One or tho ways or getting a good supply or volunteers 

• ■ . , <r 

is to make it profitable • for them to risk their*iv«s;- —«s 

have had accidents, ft** could Happen*,” that “before that— • 
? 

goal was opened up again, the man got out. His life would 

be gone, or he night be left an lnralid. 

Volunteers* could be encouraged very such" by reecmpensi 
COLQIZHL 2&2IJS S» I agree with what Colonel Eatlin has 
said, except I don't 3mow whether you would be able to gat 
It through. 

DR. JOEHSTOEE: There la nu ham in recommending It. 
CQLOHEL E1Y1XSS: I think them Is some requirement 

that they spend alx days there out of the month, er r 

* 

thing like that. I don't know whether they have to apei— 
alx days under experiment discing the month to collect the 
pay cr not. All those little things ought to be ironed ou* 
Does a man got hazardous duty pay for an entire month for 
a tingle day, er does he have to be in six different 
experinants during • the month? 

DR. JOHHSTOIIEs I am not sure that everyone in the roc 
realizes the importance of this. Dr. McGee Harvey points 
out last weak that we will not make progress In a lot of 
these toxicity studies unless we make experiments with 
human volunteers. 

Par instance, the question which is mentioned ir 
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.^Paryitsagma ofr»a-cs nr <rs, has come lip JusX be-auso-the . 
British made suoh experiments,.. and so. £his_±s a ac ajja.u a i. • 
thins. I don’t ace any reason why the committee ahculd not 
make strong recommendations. The fast is, both the British 
and Canadians do epetensive experiments with human volunteers 
in mass . It isn’t a problem that oan be solved by one or 
two experiments, and if we can strengthen this thing 
somewhat along the lines that Colonel Gather has suggested, 

I think it would be well worth our effort and time that 
we have spent on is. 

COLORED FXftCEE: I wanted to determine from Colonel 
Gather, specifically, the mention of*the word "hazardous”, 
whether this was [portion inaudible] or submarine pay, etc., 
or is this another type of hazardous duty pay? 

COLORED CATHER: I had in mind seme similar type of pay. 
However, I think it could be modified to state something 
as "an appropriate' reward, monetary or otherwise.’' 

DR. VORTHLEY: I have been trying to put soma of these 
thoughts in language here, and thought of the possibility 
of adding a phrase "be brought to the attention of the 
Armed Ported Medical Policy Council, and that provision 
be made for a 3ystem of rewards for suah volunteers and 
for ... of Government liability in case of accidents to 
include insurance coverage^* 
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-COLONEL 3AYLISS: I think .that would "be perfect.. . 

TEE ChKxEUSUi Is that agreeable he the Committee? 

I take It there is no disagreement. We ■ can paaa on. 

- COLONEL YU! C2Z: How such work has been done with 
anthropoids with 02? Has that been exploited to the 
fullest?' 

COLONEL BAYLISS: We used considerable numbers of 
monksys, not Q2 chimpanzees. Ve haven’t used chimpanzees. 
They are much. more difficult to obtain. Vb eould use soma. 
Ve used considerable numbers of monkeys. 

1H. JOHNSTONE: T might point out the Germans used 

chimpanzee — apes, they call them — In testing ef 01 

+ , 

(hiring _ the . war. 

-* * * • . • • " '■* 

COLONEL BAYLISS: Ve’d be very glad to use them. 

. DR. JOHNSTONE: Is this natter of apes and no okays 
something we can leave to the experts? Paragraph recommends 
more attention be given to chemical warfare. 

COLONEL GATHER: The second paragraph in 32 is oontrary 
to what the panel Pat down. 

DR. JOHNSTONE: Are you referring to the psycho-cgenical 
fields,. Colonel c ather? 

COLOHEL GATHER: Yes, sir, CPT107/2, Page 2, Paragraph 1, 
"The figure has been rounded off to 100, for man at rest,. 

It has been established in can that the same per cent of <» 
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MtKfiUXm FOR THE VICE CHAIRMAN, KDB (DR. FI0XD L. HILLER) 
SUBJECT: Hnraan Experimentation 


1. At its seventeenth meeting 30-31 October, the Committee od 
M edical Sciences briefly discussed the problem of human experimentation. 
The committee agreed that before it could issue or endorse any policy 
ststement or. this subject, it would want to have the matter studied by 

a special ad hoc working group which would report to the committee. 

The committee is cognisant of the fact that human experimentation has 
been carried on for many years by capable investigators. To issue a 
policy statement on human experimentation at this time would probably do 
the cause more harm than good; for such a statement would, have to be 
"watered-down* to suit the capabilities of the average investigator. 

Thus, it would be restrictive to the exceptional research worker. 

2. Human experimentation within the field cf medical sciences has, 
in years past, and is at present governed by an unwritten cods of ethics. 
This code cf ethics which is administered informally by fellow workers 
in the field is considered to be satisfactory. 

3. To commit to writing a policy on human experimentation would 
focus unnecessary attention on the legal aspects of the subject, The 
legal aspects have in months past, and are currently receiving intensive 
study by the United States Public Health Service, which will shortly open 
a new Clinical Center devoted tc human experimentation. One of the main 
i-cues invclved in the discussion of the legal aspects is whether the 
human volunteer is truly a volunteer, cr whether he is motivated to 
"volunteer* by the perquisites that he assumes, rightly or wrongly, will 
accrue to him as a result of volunteering. 




F. LLCYP MUSSELLS, M.D. 
Executive Director 
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Tha results of the research activities of the investigators are 
published in the professional, scientific, and technical journals so that 
information so derived can be made available not only to other VA personnel 
tut to the interested professions as -well. In this manner the public, at 
large, may benefit from the research achievanaits within the VA Research 
Program. A surprisingly large number of these publications indicate a joint 
authorship in which one of the authors is a full-time employee of the 
Veterans Administration and the other is a umber of the faculty of the 
medical school or university associated with the VA-.hospital. This is 
but one of the many evidences of a community of interest-that contributes 
so much to the Medical Program of the Veterans Administration, 

There have, unfortunately, been times vhen some of our associates 
have been a bit neglectful of giving us proper credit for work they have done 
in close association with our research workers. While we are not pleased when 
this occurs we do have the satisfaction of knowing that we have contributed to 
their success through our cooperation and participation ani that they have 
inadvertently paid us a .compliment, even though not widely-advertised, by 
thinking so highly of. -our contribution that they .would like to "hog" the. 
credit fop it to themselves. 

In general, we encounter much the same problems of human relations • 
that characterize comparable situations within medical schools and university 
hospitals. Fortunately, we do have a minimum number of instances wherein a 
senior - person may try to get his name on all publications within his service 
(in a medical service or department), regardless of the -validity of his con- 
tribution. thereto. The Research Committees serve .an important and beneficial- 
influence-in moderating these abuses which, if not moderated, -can have a most 
disturbing influence on-the.attitudes and the.-morale of .the other research 
workers, I mention this only to point out that we ape concerned with many, of 
the same problems with which deans of medical schools and heads of departments 
in universities are concerned, . Sometimes these problems can..b.e-most 
disconcerting to the responsible research administrator,.. Within the VA Medi¬ 
cal Research Program we -are rat her. .fort unate because .there.has been displayed, 
as a general rule, an exemplary spirit of fairness and sportsmanship-like 
attitudes in such matters-; 


PART II 

VA RADIOISOTOPE PROGRAM 
HISTORICAL 


During the Fall of 1946 and the Spring of 1947, General Paul- Hawley, 
who was then Chief Medical Director, became deeply concerned about the problems, 
that atomic energy might create for the Veterans-Administration due to the fact 
that the Aimed Services were so actively engaged in natters of atomic energy. ■ 
After consultation with the representatives of the Manhattan Engineer District, 
General Hawley convened a conference within his office to consider this matter. 
The conference, held on August 7, 1947, was attended by Lieutenant General Leslie 
R. Groves, USA, Commanding General, Manhattan Engineer District; Colonel James 
Cooney, MC, USA, Chief Medical Officer, Manhattan Engineer District,; Major 
General Raymond Bliss, USA, Surgeon General, U. S. Army; Rear Admiral W. L. 
Willcutts, MC, USN, Deputy Surgeon General, US Navy; Major Geieral Malcctn Grow, 
Air Surgeon, u.S,A.F.,; Surgeon Gaieral Leonard Scheele, U. S. Public Health 
Service; General Hawley and myself. General Groves described, in general. 
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characteristics that these p*oblems might include and then stressed the 
importance of having personnel trained, qualified and -equipped vith the facilities 
required to meet them, •=. 


General Hawley then requested Doctors Stafford Warren, Hyraer L» 
Friecell, Shields Warren, Hugh Morgan, and Perrin. Long to constitute a 
committee to advise him on matters of atomic medicine and to* make reccm- * 
mendatdens as to what steps should next be taken to meet the problems 
discussed at the August 7th conference. 

On September 5, 1947, this committee held its first-meeting. The 
Veterans Administration was represented by General Hawley and- myself. At this 
time the objectives of the Atomic Medicine Program were formulated and the 
broad aspects of a scheme for establishing a radioisotope program "to support 
the more inclusive Atomic Medicine Program were drafted. ‘The advisory committee 
wa3 given the name, "Central Advisory Committee on Radioisotopes", as it was not 
desired at this time to publicize the fact that the Veterans Administration 
might have 'any'-problems in connection with atomic medicine especially the fact 
that there might b.e problems in connection with alleged service-connected 
disability claims. 'The committee recommended, (a) the establishment cf_an - . 
Atonic Medicine Division within the Department of Medicine and Surgery and the 
appointment of a Special Assistant for Atomic Medicine to head up the Division 
and to represent*'the Chief Medical Director in the handling of atomic medicine. . 
matters, and (o') the establishment of a Radioisotope Section to implement a 
Radioisotope Program. It farther recommended that,•••for- the time being, the 
existence of an Atomic Medicine Division be classified as "confidential 11 and 
that publicity be given instead to the existence of a Radioisotope Program 
administered through the Radioisotope Sect.ion. General-Hawley to ok'affirmative 
actions on these recommendations and it was in the manner-"described that the '." 
Radioisotope Program was initiated in the Fall of -1947.*. •*" ' • ■ 


The unique qialifications of the members of the Central -Advisory 
Committee on Radioisotopes merit - consideration; Doctor Stafford Warren, now 
Dean, Medical School, University of California, L.qs .Angeles', was formerly Chief- 
Medical Officer/'Manhattan Engineer District (1943.-1946). .Doctor Hymer Friedell, 
now Professor of Radiology, Western Reserve Medical School, was Deputy Chief 
Medical Officer, Manhattan ihgineer District (1943-1946).' •'Doctor Shields Warren, 
now Professor of Pathology, Harvard Medical School, was Difecfor,-'-Division of 
Medicine and Biology, Atomic Energy Commission (1947-1952). Each of these' 
individuals, had participated in one-or .more atomic bomb tests in-position's of_*'* 
senior responsibility. Doctors Morgan-.-and Long have, for many years*/been'leaders 
not only in academic and civilian medicine buz in military medicine as well. 


The Radioisotope'Program .was initiated in the Fall of• 1947; Most' of 
that Fall was spent in planning. The first radioisotope laboratory was, opened 
at VA Hospital, Van Nuys, Calif.,. in February, 1948, .under "the -direction ’ 

Dr. M. E. Morton, one of the pioneers in. research with radioisotopes’'at the 
University of California. This was but a few months after radioisotopes became 
generally available for medical purposes.by-the .Atomic-Energy Cottmission. 


GENERAL STATEMENT OF OBJECTIVES ABE PRINCIPLES 


A major objective of the Radioisotope Program was, from the very 
beginning, to provide the Veterans Administration with qualified professional, 
scientific, and technical personnel, as well as the specialized facilities, 
required, (a) to’ meet the varied and unique problems of atomic energy that 
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night be of concern to the Veterans Administration, particularly In respect to the 
problems associated vith the study and analysis of alleged service-connected 
disability claims, and (b) in connection with certain responsibilities that the 
Veterans Administration may have in civil defense. Much of the support far the 
Badioisotope Program has been predicated on, and justified by, the implications of 
this major objective. In this respect, it differs somewhat from other activities .. 
carried on within the VA Medical Bessarch Program and supported from research, funds 
(Program 8200). 

The specific objective of the Badioisotope Program hae been, and is, to 
employ radioisotopes within selected hospitals of the Veterans Administration, (a) . 
in medical research, (b) in clinical diagnosis, and (c) in the medical treatment of 
veteran patients. Here again the Badioisotope Program differs somewhat from other . 
activities supported from research funds in that it includes activities involving •. 
clinical diagnosis and treatment as veil as research* As a matter of fact, -in the 
larger and more active Badioisotope Units perhaps as much as one-half of.their *. 

energies are expended in clinical diagnosis and treatment, particularly the fcrmei. 

♦ ’ .. . • • • 

• • . ♦, 

Radioisotope laboratories are established only in VA hospitals having* 

affiliation vith medical schools. 

The Atonic Energy Ccmmlssion has established certain criteria and 
standards of health protection, not only far the patients receiving radioisotopes, •> 
but as well for Individuals who work with, or might be Inadvertently exposed toi-.-.x-* 
radioisotopes. These requirements are strictly observed within the VA Radioisotope 
Program. 


The Veterans Administration, for reasons unique to its needs and 
responsibilities, has established certain requirements, both technical and ? 
administrative, which are rigorously observed within the Badioisotope Program, 

Certain policies recommended by the Central Advisory Com m ittee on 
Eadioisotopea and established by the Chief Medical Director have been established 
and compliance therewith is a firm requirement within all VA hospitals where 
radioisotopes are employed. These include: - - 

a. medically sound policies and practices with respect 
to all human applications of radioisotopes 

b. sound policies and practices with respect to radio¬ 
logical safety, including appropriate technical and 
administrative requirements and a' radiological safety 
plan formally drawn up and approved by the Badioisotope 
Committee and the Chief, Badioisotope Section ' 

c. sound, conservative policies and practices with 
respect to both publicity and public relations, 

d. supervision of the radioisotope program within an 
individual VA hospital by a Badioisotope Committee repre¬ 
senting the Deans Committee affiliated with that hospital. 
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As a statement of principle, it is maintained that a conservative 
stand should be taken with respect to the position of radioisotopes in medicine 
within all VA hospitals in which radioisotopes are employed. This is particu¬ 
larly true in respect to treatment. The situation is very tmfdh more encouraging 
i clinical diagnosis where we have reason for greater optimism. It is generall 
teiieved, however, that the main contribution that radioisotopes.can make to 
medical care will be as a tool in biological and medical research:" 

Within the VA Radioisotope Program, radioisotopes may be,.and. are, 
employed in basic research as well as in medical research and clinical 
investigations. 

The Radioisotope Program complements but does not 'duplicate, or 
. take‘the' place of, the program conducted by the Atomic Energy Commission..., This 
•"agency has no.means whereby it could provide either the research or clinical" 
services involving the use of radioisotopes that are' required within the'. : '• 
Veterans Administration, nor does any other agency of government. . . . 

The Radioisotope Program, as an integral part" of the -over—all Medical 
"Research Program of the Veterans Administration, augments and extends the . f,: 
accomplishments of the research program within VA. hospitals. It is closely.-. 

: integrated with the medical research programs within these hospitals. -Insofar 
-as practicable, radioisotope laboratories have been placed in close-pr ckimity 

to the medical research laboratories within an individual hospital. .’ 

‘ *'* 

•. .-Because of the unique requirements associated with the employment' of 
radioisotopes within hospitals, particularly in a large hospital program such 
as that of the Veterans Administration, a much greater degree of central control 
is needed than is required in the other medical research or clinical- 
investigation programs. 

Radioisotopes may be used only.in VA hospitals for which the. Chief 
Medical Director, upon recommendation of the. Central Advisory Committee, on 
Radioisotopes, has specifically authorized the establishment of a Radioisotope 
Unit. 

"Within a VA hospital in which there has been establifted a radics- 
■ isotope unit, there is freedom of .use of radioisotopes provided, (a) appli¬ 
cable requirements of. the Atomic Energy Commission and of the Veterans 
. Administration are observed, and (b) such use has previously been approved . 
by the Radioisotope Committee appointed to repre’sent 'the Deans .Committee in. 
the supervision of the Radioisotope Program within that particular VA hospital. 

In general, the same policies and principles -pertaining to' the 
Medical Research Program, as described earlier in-this .presentation, are' 
applicable to research involving the use of radioisotopes. 

During the first four years-of .tfe-program, representatives of all 
VA radioisotope units met twice yearly- in a- working conference intended to 
provide exchange of information concerning, (a) .adninistrative matters, (b) 
scientific and technical matters unique to the enployment cf radioisotopes, 

(c) the planning, organization, and .conduct of research with, radioisotopes, and 

(d) the results of research work and clinical investigations in vhich 

radioisotopes were used, . 
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ORGANIZATION AND ADMINISTRATION WITHIN CENTRAL OFFICE 
GENERAL STAIMENT 

The Special Assistant for Atomic Medicine serves as Chief, Atomic 
Medicine Division. He is responsible for the over-all administration of the 
VA Radioisotope Program and for its coordination within the professional 
services. 

RADI0IS0T0P2 SECTION 

i 


The Radioisotope program is adninistered through tbs Radioisotope 
Section, Atomic Medicine Division, Research and Education Service. The ^hief, 
Radioisotope Section, is responsible for the coordination within Central Office 
of those matters with which the administrative divisions within a VA hospital 
are concerned. : - 

The Radioisotope Section, is assisted, both in an advisory capacity and 
in a service capacity, by the Central Advisory Ccnmittee on Radioisotopes. ' The 
members of this Committee serve as consultants to the Radioisotope Section. 

Three members also serve as special consultants to the hospital programs within 
certain regions. These are, "(a) Eastern United States, Dr. Shields Warren, (b) 
Central United States, Dr. Hymer Fridell; and (p)- Western United States, Dr. ’ 
Stafford Warren. Obligations incurred in connection with these services, and 
those of other special consultants in atomic .medicine, amount to $10,000 annually, 

" * . . • * “* j* * 

The Radioisotope Section provides assistance and support to- the * 
Radioisotope Units, (a), in professional, scientific, ard technical matters, : 

(b) in administrative matters (personnel, finance, budget, supplies, and * 
equipment, construction, etc.), (c) in program analysis, (d) in dissemination 
of information gained from semi-annual progress reports -submitted by the 
Radioisotope Units, (e) in serving as a medium .for exchange of information, ■ 
and (f) in providing a wide variety of advisory services. 

To assist the VA hospital in initiating and administering a radi¬ 
oisotope program, certain aids have been prepared by the Radioisotope Section 
and are provided to the Deans Committee and the Manager of the hospital concerned. 
These include, (a) "Suggestions for Planning and Initiating a Radioisotope - 
Program within a VA Hospital", (b) "Suggestions as to Plan of Organization arid 
Operational Procedures of a Radioisotope Unit within a VA Hospital", (c) "Sugges¬ 
tions as to Supply and Equipment Operations for a Radioisotope Unit 11 -, and (d) - 
"List of Initial Supplies and Equirraeit for Radioisotope Units". These have 
proven to be most helpful to those concerned with the development and adminis¬ 
tration of the radioisotope programs within the VA hospitals having radioisotope 
units, • 

The Radioisotope Section has also planned, organized, and administered 
a program designed to train VA personnel to serve as monitors and monitor-leaders 
in the radiological safety aspects of civil defaise. To accomplish this, in the 
summer of 1949, the section also prepared for, and provided to, .the VA hospitals 
a training guide under title, "Training Plan for Course in Radiological Defense 
(Monitors)". By the summer of 1950 within VA hospitals having Radioisotope Units 
more than 400 VA employees, other than physicians, dentists, and nurses, had 
received the training. 
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The Radioisotope Section, in 1950, cooperated vdth the Federal Civil 
Defense Administration in the preparation of "Health Services and Special 
Weapons Defense" (AG-11-1). 

The Radioisotope Section, in 1951, assisted in the preparation of two 
manuscripts which were reproduced and widely distributed by the Council on 
National Emergency Medical Services of the American Medical Association. They 
were: "Planning and Organizing for Radiological Defense in Civil Defense", and, 
"Training Plan for Courses in, (a) Medical Aspects of Radiological Defense, 

(b) Medical Aspects of Atomic Warfare, and (c) Radiological Defense (Monitors)". 
These were modifications of manuscripts already prepared for use within the 
Veterans Administration. 

RADIOISOTOPE UNIT 

The organizational element within the VA hospital concerned with the . 
use of radioisotopes is the Radioisotope Unit. It is urder the imnediate 
supervision of a director who is a physician qualified in the use of radioiso¬ 
topes as well as in the field of clinical medicine and medical research. The 
director is appointed with the approval of the Chief Medical Director. 

... .... The director is assisted-in an advisory and a supervisory capacity.?, 
by the Radioisotope Committee representing the Deans Committee of the hospitals 
The duties of this committee are: 

a. advise the Manager as to policy in regard to radiological 
■safety, public information, and public relations 

' b. make recommendations - -as to'-the qualifications, appoint¬ 
ment and employment of .professional, "scientific', : and tech¬ 
nical personnel required in the- unit $ including t : be direc¬ 
tor and all consultants, to the- unit- - •' 

c. review and, if approved, recomnend proposed research 
activities involving, radioisotopes, and proposed -dLinical 

. .uses of radioisotopes,:and -• 

d. review, and when appropriate, approve’, ^1) sich 

papers as may be proposed for publication, and (2) 
such exhibits as may be proposed for presentation 
before scientific groups when either involves the use 
of radioisotopes. . . 

•Membership on the Radioisotope Committee is not limited to members 
of the Deans Committee. ' Members may not be full-time employees of the - 
Veterans Administration. Usually the menbers are qualified individuals ' 
within the teaching staff of the associated medical schools or universities. 

Consultants may be professional, scientific, or technical personnel 
and need net necessarily be physicians. 

Within the VA hospital and laboratories, the director is responsible, 
(a) for the administration of the Radioisotope Program, (b) for the human appli¬ 
cation of radioisotopes, and (c) for all radiological safety measures. 
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., ; The Director is. assisted by three principal assistants as indicated 

in the accompanying organization chart. ' 

As a rule, the Radioisotope Unit is organized in this manner: 



The Director and the Assistant Director (Clinical are- physicians 
employed under Department of Medicine and Surgery! They are not paid frcm 
ressearch funds (Program 8200). The others are employed under regulations 
of the Civil Service Comission. They are paid from Research funds (Program 8200)- 
Only citizens of the United States may be snployea in any of these positions. 

Of funds made available for-the Radioisotope Units, 80 per cat is 
utilized for the payment of salaries of the scientists and technical personnel, 
other than physicians, dentists, and nurses, 5 per cent for consultants and 
15 per cent for supplies and equipment. • 

SCOPE 


The scope of the Radioisotope program i ncludes: 

a. Saployment of radioisotopes .in medical-research in a great 

variety of applications i n the broad-field of medical-research. 
Special attention has been given to study of (a) thyroid - • 

function, (b) diseases, - and disorders of the thyroid gland, 

(c) metabolism, (d) cardiac function, (e) peripheral vascular 
disease, (f) electrolyte balances, (g) blood volume determina¬ 
tions, (h) hemodynamics of cardiovascular system, and (i) etc. 

b. Clinical diagnostic procedures have’been developed and 
are employed in a variety of conditions including (a) prac¬ 
tical diagnosis of .hyperthyroidism and hypothyroidism, (b) 
the location and diagnosis of metastatic vi-rcj-uamt ex' ui- 
thyroid, (c) diagnosis and localization of brain tumors, (d) 
determining pumping efficiency of the heart, (e) peripheral 
vascular function, (f) blood volume determinations, and 

(g) skin grafts, etc. 
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c. Treatment of (a) toxic hyperthyroidism, (b) carciiicma of 
thyroid and metastases, (c) leukemia, (d) polycythemia vera, 
(e) carcinoma of the testicle, (f) carcinoma of the prostate, 
(g) certain tumors (by interstitial infiltration), and (h) 
basal cell carcinoma of the skin. 

OUTSTANDING ACHIEVEMENT 


Outstanding technical achievements have been (a) the application 
of scintillation counters in clinical diagnosis and treatment as well as in 
medical research, (b) the application of the Texas well counter to medical 
research uses and (c) the develo^-ment of the automatic "scanner 11 for making 
"scintigram” tracings of the outline of the thyroid gland and of brain tumors. 


PART III 

VA PROSTHETICS AND SENSORY AIDS RESEARCH PROGRAM 
INTRODUCTION 

Faced with considerable numbers of individuals who had suffered. . 
amputations in active service during World War II, the War Department .turned..... 
to the National Research Council for assistance in the rehabilitation problems.."'* 
of. these individuals. There was established then in 1947 through the Natd dna.l'. 
Research Council, a Committee on Artificial Limbs, supported first by the Office 
of the Surgeon General and later the Veterans Administration, to outline a V 
continuing program of research and development in this Held. 

The purpose of this program has been to develop improved prosthetic 
and orthopedic appliances and sensory aids, exclusive of dental prostheses,* . 
and includes the practical utilization of these devices by veteran patients. 

The’ aim of'the program is to conduct research and development of new and 
improved prosthetic and orthopedic appliances and sensory aids and to 
afford an opportunity for the testing and fitting of these devices so 
that the problems of successful utilisation, may be understood and sur¬ 
mounted. There exists a large number of disabled beneficiaries (most 
recent estimate.— 257,500) who, under federal statutes, will remain per¬ 
manently eititled to prosthetic and sensory aids and unless the Veterans 
Administration conducts an active prosthetics research and developnsit 
program in this field, the interest of veteran individuals who are handi¬ 
capped and disabled will not be served to the best advantage, 

AUTHORITY 

■Public Law 729 , 90th Congress, gives specific authorization for 
the Prosthetic and Sensory Aids Research Program,- and authorizes the appro- 
priation of up to frl,000,000 annually for this purpose. 

ORGANIZATION AND ADMINISTRATION 

The Prosthetic Research Frogram is coordinated with-atner Veterans 
Administration medical research and is administered as to financial arid contractual 
matters by the Assistant Chief Medical Director for Research and Edication. - The 
program is developed, planned, and supervised, however, by the Director, 

Prosthetic and" Sensory Aids Service, Central Office. 
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NOT FOR PUBLICATION BULL. CVMP - Page 632 

NATIONAL ACADEMY OF SCIENCES-NATIONAL RESEARCH COUNCIL 
Division of Medical Sciences 
MINUTES OF TEE CGMOTTEE ON VETERANS MEDICAL PROBLEMS 
29th Meeting - 20 April 195^ 


ATTENDANCE : 

Dr. Wilburt C. Davison, Chairman 
Dtb. J. E. Finesinger, A. McGehee Harvey, -• 
Esmonds. Long, Perrin E. Long, Herhert E*‘- 
Maries, and H. Houston Merritt. 

Absent: Drs. M. E. DeBakey, A. LeiRoy 
Johnson, 1 Donald Mainland,' and J. Ro’scoe 
Miller. 

Drs>* George M. Lyon, Martin Cummings, 

Theodora S. Moise, Robert E. Stewart, and 
Augustus Thorndyke. 

Dr. Ardie Xubin, Psychology Department, 

-- Army Medical Service Graduate School, 

Valter Reed Hospital. 

Lt. Col. Clark Young. 

. Drs. Stella Deignan and Harley N.. Gouid.' 

Drs. R.' Keith Canaan, Philip .S. Owen, 

G. W. Beebe* Thomas Bradley, B* M. Cohen, 

JV 0. Cole, Seymour Jablon, Edgar M." 

Neptune; Jr., and L* H. Warren. 

The meeting was called to order at 10:00 a.m. by the chairman. Dr. Wilburt 
C. Davison. 

I. Consideration of the Minutes of the Previous Meeting 

The minutes of the previous meeting were approved without change. 

II. Sane Results of the Artificial Limb Program 

Dr. Augustus Thorndyke. Acting Director, Prosthetics and Sensory Aids 
Service of the Veterans Administration, briefly described the VA prosthetics research 
program. (See Appendix I.) Dr. Thorndyke mentioned that the work is primarily 
contractual but that the devices axe evaluated in 30 VA centers by orthopedic and 
prosthetic appliance teams. This talk was illustrated by a display case containing 
old and new upper-extremity prostheaes. Two amputees demonstrated upper- and lower- 
extremity prostheses. The upper-ex t re m ity, above-elbow prosthetic was manipulated 
by a plastic hook attached to a grafted pectoralls major muscle tunnel. This muscle, 
according to the demonstrator, is capable of developing a maximum power of 100 pounds. 


Committee: 


Veterans Administration ; 

U. S. Army ; 

Selective Service System : 

Blo-Sclonces Information 
Exchange :- . 

• 4 

•* • * 

National Research Council 
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APEENDIX VH 


. .. • TABULATED SUMMARY FRCM ANNUAL PROGRESS REPORTS OF 5ADIQI30TOPE UNITS 

On December.-31, 1953 > there were 33 Radioisotope Uhits either established car In 
process of activation. .Of these 22 were actually using radioisotopes to varying 
degrees. The others were procuring equipnent and personnel and several have 
received their first allocations of radioisotopes since January 1, 1954.- 

On duty in the Units at the end of 1953 were: 


Full time physicians, under IMScS 29 
Full time Civil Service employees 173 
Residents assigned for part time 17 
Consultants rendering services 65 
Others (on grants, etc.) 11 


The work of the Units may be summarized under three headings, with summarized 
totals which are approximate: 

1. RESEARCH 

Active research studies under way 
Articles published in journals during year 
Articles accepted for publication later 
Lectures and other presentations to groups other 

than VA staff meetings 

2. DIAGNOSIS EMPLOYING RADIOISOTOPES 

Thyroid uptake studies, varying techniques & times 
Thyroid clearance studies 
Thyroid scanning procedures 
Protein-bound iodine determinations 
Thyroxine synthesis rate determinations 
Blood volume determinations using human 
Berum albumin, or P-32 
using Cr-51, (red cell volume) 

Ra di o car diographs 
Circulation time studies 
Peripheral vascular studies 
Studies using Fe«59 (red cell survival, etc.) 

Brain tumor localization 

Scanning for liver metastases, pyelograms, etc. 

Miscellaneous diagnostic procedures 


211 

85 

51 

1 # 


6279 studies, 4551 patients 
699 
768 
1055 
443 

457 

537 

4 

109 . 

208 

167 

180 

129 

1812 
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3. THERAPY USING RADIOISOTOPES 
Polycythemia, vara 

Chronic; leufceaia (lymphatic or ttyaldgano.ua) 
Thyroid- ‘cafclhona ’ 

Byperthyroidlem, • . • • . 

Thyroid ablation for cardiac disease 
Prostate carcinoma *• •* • •• 

Pleural, effusion by radiogold ’colloid 
" " " chromic raaiophosphate 

" " " Yttrium-90 colloids . 

Badiogold laterstltially 
Chronic radiophosphate laterstitlally - 
Miscellaneous therapeutic procedures 


62 doses to 48 patients 


111 

42 

89 

25 

329 

271 

50 • 

32 

19 

19-•• 

46 . 

42 

18 

13 

16 

11 

5 

5 

74 

74 

• 25 
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RESEARCH AND DEVELOPMENT BOARD 



Lag No. 53006 
Copy No. / 


9 December 1952 


MEMORANDUM FOR THE DIRECTOR OF ADMINISTRATION* OSD 


ATTENTION j Assistant for Special Security Programs, 

It. Col. F* 6. Hitman 

SUBJECT • Use of Homan Volunteers in Experimental Research 
ATTACHED: CVf 107/17, 13 November 19& 


1. The TS memorandum prepared for the Secretaries of the military de¬ 
partments, a copy of which was submitted to this office for comment,' 
promulgates the recommendations of the Aimed Forces Medical Policy 
Council. These were read to the Committee on Chemical Warfare at its 
meeting on 10 November 1952. A Committee recommendation on this ques¬ 
tion, developed independently of the AFMPC document, was reported to 
the Chairman, RDB-, in CW 107/17. This goes a step or two beyond the 
AIMPC recommendation in calling for a system of rewards for volunteers, 
and for recognition of government liability in case of accident. 

2. The whole need of the CW program for human volunteers, in the 
judgment of this Committee, cannot be met by an arrangement that allows 
acceptance of volunteers from personnel normally on duty at installations 
engaged in such research. For this purpose the permissive statement 
should be subject to the interpretation that uniformed volunteers 

could be assigned to temporary duty at the experimental installation 
for the purpose of engaging in the program as test subjects* This 
is the essence of the British system, which we are advised has worked 
quite well. 


ft 

Vvs- 

«*> 


3. It is assumed that the question has been carefhUy considered 
whether this subject should be treated in a memorandum of this nature 
or in one for the files, to be divulged only to those agencies and 
individuals who are in need of this guidance. 



H. N. WORTHIET 
Executive Director 7 




com£{y. 


• * V*\*l 

FXlEL’ 'Vo" \^ 52 . 
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OFFICE OF THE SECRETARY OF DEFENSE 

ARMED FORCES MEDICAL.' POLICY COUNCIL 
WASHINGTON IS, O.C. 




U. 


ItZX ■n \JUa^j£,x*- 


mzmsaA 


DEC 24 1952 




maumx. m. tee skbxtaet of ditixsi 

SOEJICTt Use of Huai a r . Teluateers is Srperimental Raseareh 


X* The Arsed Force* Medical Policy Council ha* ecniidered 
tki* * object at greet length. On 17 Beoeasber/iS61 the Council 
went cm /-coord at sndorfimg the principle that final realistic 
evaluation of biological warfare mst await appropriate field 
trial* is thich haaa n subject* were seed. 

r 

2. The Chemical Cerpt of the Departaaont of the Army has \ 

the primary responsibility for biological warfare retetroh, for 
th* dsTalcjosnt of offen*ire strategy, tactic* aod weapon* and 
ter coordinating th* work required to establish appropriate de¬ 
feme* practice*, method* and equipment. The mediae! department - V 

has not been directly involved to date* 


S. At the" 8 SertSLuer lS6t meeting of the Council, Cclonel 
T. F. Xheyhe, Chief of Preventive Medicine, Office of the Surgeon 
General of the Any, presented the problem of participation of 
the medical service* in biological warfare research for tbs pur- •. < 

pa*# of developing defense measure* and devisee. It wae pointed 
out that th* research had reached a point beyond which essential 
data could not he obtained unless hwann volunteer* war* utilised 
for such experimentation. This was thought to be necessary in 
order to arrive at a final realistic evaluation of defensive mea¬ 
sures to be adopted for preteetien against the potential use ef 
these agent* as weapons in an attack on the United State*. Fol¬ 
lowing detailed discussion, it was unanimously agreed that the 
use ef hem an volunteers in this type of rsse&roh he approved. 

Certain lisdtaticn* wore placed on the use of volunteer* and th# 
manner of conducting the experiment* to assure that they would b# 
in accordance with the highest scientific requirements. 


4. The Armed Fsrcet Medical Policy Council again considered 
the subject at their meeting en 15 October 1952, in view ef Certain 
changes in the conditions under which experiments werw to he con¬ 
ducted. It was resolved that the ten rules promulgated at the Surtax 
berg Trials he adopted as the guiding principle* to be followed, in 
eleventh rule was added by the legal adviser to the Council, Mr. 
Stephen S.' Jackson. « 


rsrarr 


cc-oTEiv. 

C SD <SOr v_ P•' 

vlv-Tt-t- =“- v^'r'i 

pJCuS.'. Vjt> 
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loi i3.b.3v6jt * 3^ ^ ^ 

Eoecraendctioc* r la visv of previous rwecmeaendatlen* ot ths Wrdlcal Policy 
Connell that h ui » » n subj sets b* emplcywd as the only feasible t TcT tb* 
realistic rrsluatlan and/or developmect of effective preventive measures of 
defers* against staaic, biological or cbanLcal agents, tfa* Council farther 
reeastands that the following policy bo affirmed, with roepoct to the parti* 
cipatiem of personnel of the ^nned &trrioM la the atasie, biological and' 
clerical warfare roeoaroh program*j 

I - By reason of the besio nodical responsibility la ecamoctioc wlti 
the development of defense* of all typo* against atomic, biological tnd/or 
chemical warfare agent*, iraed Sortioee pe re camel and/or civilian* on duty 
at installations engaged in each retearch ■hall be permitted to actively 
participate In all phsee* of the pregrws. Such participation shall be 
subject to the following conditional 

1* 3he Talmtarjr oonssnt of the teems subject ie absolutely 

essential* 


this swans that the parsed involved should have legal capacity 
to give con*act; should be so situated as to be able to exercise free power 
ef choice, without the intervention of axy element of ferae, fraud, deceit, 
duress, overreaching, or other ulterior form ot oodstrelnt or ooercion; end 
should have sufficient knowledge and empr ehension of the elements of the 
•ubjeet natter involved as to enable bin to sake an understanding and en¬ 
lightened decision* This latter eleeaaat requires that before the acceptance 
of on affirmative decision by the experimental subject there should be made 
knows. tc him the nature, duration, and purpose of the experiment; the method 
and means by which it ie to be conducted; sdl inconveniences and hazards 
reason ably to be expected; and the effects upcc his health or person which 
may poesibly oamm tram his participation in the experiment* 

Ihe oonsent of the huaea subject shall be in writing, his signa¬ 
ture eh all be affixed to e written iaftruemt waiting forth sub stenti ally tS* 
aforewegffSSd requirements end stall bs signed in the presence c i at least 

one witness-Ac shall attest to such signature in writing* 1 

The Axty and responsibility for ascertaining the quality of the 
oonsent rests upon each individual who initiates,•directs or engages in the 
experiment. It is a person*1 duty and responsibility which may not be dele¬ 
gated tc another with impunity* 

2* the experiment should be such as to yield fruitful results for 
the good of society, unprocurable by other methods or means ef study, and 
net random and unneoessazy in nature* 

5. The experiment should bs so designed end based on the results 
ef animal experimentation and a knowledge of the natural history of the 
disease or other problem under study that the anticipated results will justify 
the performance of the experiment* 


4* Th* experiment should bs so conducted as to avoid all unnecessary 
physical and mental suffering and injury* 


^ w r "'‘ 

... 


/ <7. '■ ' — 


ccars.iy. ^2.6^4 
ii e.<.c <s-^c v. ?: 

iLbTtl-. “ ^“1 
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f 
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Jf/A 


i-j. 


6, Although the primary stissila* ia this project ariginatod in 
connection eith biological warfare researeh, It is desired to point 
out that defensive ensures against atonic and chemical warfare agents 
are equally important. For this reason all three types of agents sue 
to he included in further experimental research. 

6* The abuse reoemendations here been coordinated vithi 

Mr. Stephen S. Jackson (Tabs 2, 2a and S) 

Mrs, fans M. Eoeenberg (Tab S) 

Ease arch and Deralopaent Board, OSD, (Tab 4) 

7. It is strongly recommended that a polity 1 be established for uae 
of huaaa volunteers in experimental research under the cccnditions approved 
by the Armed Forces Medical Polity Council «id set forth in Tab 1, Memo, 
randa for the secretaries of the taty, Mary and Air Forea corering the 
conditions of this polity are attached hereto tor your signature, upon 
final approval of the policy* 


Melvin A, Casberg, X. D. —* , 

Chairmen 

Attachments - 5 . ~~ 

/Zyihlr cOOtcj '■ ffL'C 
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■RESEARCH AND DEVELOPIENT BGJL 1 ^. 
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USUORAHUJK POB CHAlRtfvK, ARKD FOSSES JEDIGAL PCfLCIX OOUNCIL 
SUBJECT: U«e of B v o lunteers in Experiaantal Research 


Signed PIOXI* L. KTL1SR 
FL02D L. VT1JRR 
Vice Chair [Ban 
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OFFICE OF THE SECRETARY OF DEFENSE 

ARMED FORCES MEDICAL POLtfcY COUNCIL 
WASHINGTON W. D. C. 


22 October 1?52 


: -E CrJiHDTK ?CF Or . CJL3E2G 


I discussed the £risr.-:ei with r esent?rc cr. Seturdey# 
he concurred ir. the c:ni.i->icr.s erce-jt that she rec amended that 
. rctrirdcE be added t: I. recuirinr that'the consent be erpresred 
ii. writing before et lease r".e witness. 

I have added such language in the appropriate place under 
number 1. The new matter is underlined. l-trs. r.osenbcrg has cpr.roved 
this language. 

Hr, Eent the General Counsel, has approved this addition frat 
the legal standpoint. 


. r<: c~r * ■£ 


Stethen S. Juhfci 
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OFFICE OF THE SECRETARY OF DEFENSE : 
MtMB>rencaMtsieM.n(jkroouNca. ■ 

WAMMOTON tt. B. C. ' . 

4 Decea>ber..l952 


• masmm Ftfi HECTTK £. CASS&a/ HD. " 

SUBJECT: The Stcnd ends aid Requirements to be Followed in Hunan ' 
Erperimentati on 


At a conference today vitb It. Col, 7. r, Kitaa a, Jr., bk 3 
T. C. red veil, Jr., it war brought rot that the present- wording of 
the subject memo in paragraph 21 has given r: se to saae questicn of 
interpretation of the first clause in this paragraph* to wits "Ebarea 
prisoners incarcerated in panel Institutions may aid-have been used 
if the required conditions ere met".’ It vea decided*;thereforetci.■ 
delete this part ef paregrfeph 11* It v*S recamtenBed§ therefore, -; 
that paragraph 11 new reed as follwsi. •; . >? .. 

it- ‘ : > ■' ■*}' ' • • 

31. Prisoners of war will not be -deed in insmn erperimentatifjn. 



Armed Farcer Hedieel Policy Council 
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OFFICE OF THE SECRETARY OF DEFENSE 
WASHINGTON *S. O. C. 


KQUBn TtR DK. WOT* i. CISBBBS, K. 0. . 

SOBJBCCt Tba atcniards and reqtdrsaoBtt to be 
followed In haaam aocperiaoatatisB. 



It ia rweacneBied that to* ettacbod principle » and 
oooiltlora for bnacn «xpe 7 -isrntttiari, which wore laid 
down by the tribanal Is the Xorabcrf trials, be adopted 
instead of those prariooely ntaltted by m, with Mm 
feUcadng abaagoi 

Is ia. $ da lata *#0r7th£ag after Mm word *000x0** 
and insert tba period after that vend. 

Add ( 1 )U) of prwrioaaD sa&adtted ccnditicaa to 

wltt 

*11. Fnereae prissnere inetresreted ir penal insti¬ 
tutions nsy tni hets bsea nsec if the recnirec ccTiiiticnr 
are act, prisoner* of var will not be need in httaan 
erperlnentaticm . r 



Stopban t. Jaebaas 


Attachments (3) 
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AUI 1 0J 
Mom fils- C 

»m. tJ&£gU ^g-? - 

£• *• experiment should be coed acted where there is an a priori 

reaeon to bellows that death or disabling injury will occur. 

Ci ' The degree of rial to be taken should newer exceed that deter- 
slued by the hum eat tartan importance of the problem to be eolwed by the experi¬ 
ment. 


7. Proper preparation* rhxruld be made and adequate facilities 
provided to protect the experimental subject against even remote possibilities 
of injury, die ability, or death. 

B. The experiment ah odd be conducted only by scientifically quali¬ 
fied persons. The highest degree of skill and car* should be required through 
all stages of tb* experiment ef those who conduct or engage in the experiment. 

9. During the course of the experiment the human subject should 
be at liberty to bring the experiment to suu end if he has reached the physical 
or mental state where continuation of the experiment seems to him to be im¬ 
possible. 


10, During the course of the experiment the scientist in charge 
suit be prepared to terminate the experiment at any stage, if he has probable 
cause to believe, in the exercise of the good faith, superior skill end careful 
Judgment required of him -that a continuation of the experiment is likely tc . 
result in injury, disability, cr death to the experimental subject. 

11. Prisoners of war will not be used in human experimentation. 



ccractiy. 
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FXke_'- Vj S' CV-i^ 
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UEMORANDUM FOR THE SECRETARY OF DEFENSE 

SUBJECT! Digest *Uso of Htsaaa Volunteers in Experiments! Research." 


Dte Problem 


Approval of the recommendation that human Tolunteera be used 
in experimental research in order to reach a realistic evaluation 
of protective methods against biological, chemical and/or atomic 
agents of warfare. 

factors Bearing on the Problem 

1* Research iSiich has been conducted in this field hae been 
restricted in most part to experimental animals. 

2. Results based entirely on animal experimentation cannot 
be interpreted as conclusive evidence of identical human reaction 
to similar situations. Such methods of extrapolation have in the 
past and will continue in the future to lead experimenters into 
seriou^gsrrors• 

; 3»'.'.In order for realistic evaluations to be made of the de- 
. fentive.measures which should be adopted to proteot our Ration 
against a potential enemy attack with any one of the three typos 
of agents* it is neoessary to secure additional information which 
can. be secured only through the use of human subjects. 

. •; ’vv *'*■* **■ 

"• 4*‘/The use of human volunteers shall be subject to the prin- 
oiples and.conditions laid down ae a result of the Nuremberg Trials, 
which will afford adequate protection to the individual participant, 
as'welt .as ..the Government. One other restriction is added in that 
priionert.yof..war shall not ba used under any elrcumstasoes. 

Recommendation 

It is strongly recommended that a policy be established for 
use of human volunteers (military and civilian employees) in ex- 
- periaontal research at Armed Forces facilities. 


,f/ .y" • 


. ! 

* 
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Cmwtmmew ' 

Ihia propoaal hu been concurred In by the following 1 

" v ‘- Aaeistant Secretary (Manpower A faraonael) 

Aaaiatant Seoretary (Legal and Lagialatire Affair*) 
Eeeearah. and Daralopoent Board 
Joint Staff (JCS) 

Military Liaiacn Coanlttee 
Sac ratary of Joint Saorotarioa 
Director of AAaiaiatratioa, OSD 



Itolria A. Caaberg, X* D. 

Chairoan 

Araed Foroaa Madioal Policy Council 
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REPRODUCED AT THE NATIONAL ARCHIVES 
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OFFICE OF THE SECRETARY OF DEFENSE 

EXECUTIVE OFFICE OF THE SECRETARY 
WASHINGTON 2B. D.C. 

f 

5 February 1953 


top SECRET 
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MEMORANDUM FOR MR. KYES 

SUBJECT: Use of Human Volunteers ir. Experimental Research 


This case involves the establishment of a Department of 
Defense policy prescribing conditions which will govern the use 
of human volunteers in experimental research in the field of 
atomic, ‘biological and/or chemical warfare. There is no DOD 

policy on the books which permits this type of research. 



This question has been under consideration for a long time. 
It was last considered at a meeting of the Joint Secretaries 
Group on 6 January 1953. Dr. Casberg, Chairman of the Armed 
Forces Medical Policy Council, briefed Mr. Foster and the three 
Service Secretaries (Mr. Lovett being before the Congress at the 
time) on the proposed policy. Although no specific objections 
were raised by the four Secretaries, neither was there any 
expression of enthusiasm in favor of the policy. The only 
agreement reached was that the decision should he deferred to 
Secretary Wilson in view of the controversial aspects of the 
policy and the fact that his administration would have responsi¬ 
bility for administering the policy if approved. 


( 

A 

) 

/*•>. 

\ 



Mr. Foster informed me that he had discussed this question 
with you and suggested that I should subm't the papers to you 
as soon as you opened for business. 

Dr. Casberg is available to discuss the matter with you if 
you so desire. 


rii ccHe btui,v\ 

To y -tf Of - }" 

C. 
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MEMORANDUM FOR THE SECRETARY OF THE ARMY 

SECRETARY OF THE MAVY -- 
. SECRETARY OF THE AIR FORCE 




SUBJEtTf- -Use of Human. \*Qliintet:'rs in' Expca^tmental Research 


a 

z 

> 

t~* 

VD 

ib 

O 

ID 

O 

G\ 

• 

I—* 

-o 

IB 


1. Based upon a recommendation of the Armed Forces Medical 
’'Policy Council# that human subjects be employedundex* recoguirr 

safeguards, as the only feasible means for realistic evaluation 

and/or development of effective preventive measures of defence 
against atomic, biological or chemical agents, the policy set 
forth below will* govern the use of human volunteers by the 
Department of Defense in experimental research in the fields 
of atomic, biological and/or chemical warfare. 

2. By reason of the basic medical responsibility in connect 
with the development of defense of all types against atomic, 
biological and/or chemical warfare agents, Armec Services porsor 
and/or civilians on duty at installations engaged in such rcsnai 
shall be permitted to actively participate in a31 phases or the 
program, such participation shall be subject to the following 
conditions: 


a. The voluntary consent of the human -ubject is 
absolutely essential. 


(1) This means that the person invol. cd should 
have legal capacity to give consent; should be so 
situated as to be able* to exercise f ee power of 
choice, without th« intervention of *.ny element of 
force, fraud, deceit, duress,>,over-r;-aching, or other 
ulterior form of constraint or coercion? .and should 
have sufficient knowledge and comprehsnsicr of the 
elements of the subject matter involved au to 
enable him to make* an understanding and enlightened 
decision. This latter element requires that before 
the acceptance of an affirmative decision by the 
experimental subject thtere should be made known 
to him the nature; duration; and purpose of 
the experiment; the method and’means by 
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which it is to hr comlucfcivl; nil inconveniences 
and hazards reasonably to be expected; and the 
effects upon his health or person which may possibly 

come from his participation in the experiment. 

- . .. • * • 

(2}. The concept of the human subject shall^fafc in 
writing, his signature shall be affixed written . 

instument setting forth substantially tfte afore¬ 
mentioned requirements'and shall be signed in the _-c 
presence af at least one witness^who shall attest- t3w 
such signature, irikariting. 

' ^ rim **’" 

(a) In experiments where personnel from more 
than one Service are involved the Secretary of the 
Service which is exercising primary responsibility 
for conducting the experiment is designated to pre¬ 
pare such an instrument and coordinate it for use 
by all the Services having human volunteers involved 
in the experiment. 

• 

(3) The duty and responsibility for ascertaining 
the quality af the consent rests upon each individual 
who initiates, directs or engages in the experiment. 

It is a personal duty and responsibility which may 
not be delegated to another with impunity. 

b. The experiment should be such as to yield fruitful 
results for the good of society, unprocurable by other methods 
or means of study, and not random and unnecessary in nature. 

i 

c. The number of volunteers used shtll be kept at a 

minimum consistent with item b., above. 

» * 

d. The experiment should be so designed and based on tlK 
results of animal experimentation and a knowledge af the natural 
history of the disease or other problem under study that the 
anticipated results will justify the performance of the experimer 

c. The experiment should be so conducted as to avoid ail 

unnecessary physical and mental suffering and -njury. 

• * 

f. No experiment should be conducted where there is an 
a priori reason to believe that death or disabling injury will 
occur. 

g. The degree of risk to 'be taken should never exceed 
that determined by the humanitarian, importance of the problem 
to be solved by tho experiment. 
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; h. Proper preparation should be made and adequate 
facilities provided to protect the experimental subject against 
even remote possibilities of injury, disability, or death. 

i. The experiment should be conducted only by scientifi¬ 
cally qualified persons. The highest degree of skill-and care 
should be required through all-silages of the experimenjjT-bf those 
who conduct or engage in the experiment. 

. ~ f 

j. During the course of the experiment the human sub 
should_bs at liberty to bring^the, experiment*to an fend-if he has* 
reached tire- physical* or- mootffl state where dontinuation of the 
experiment seems to him to be impossible. 


k. During the course of the experiment the scientist in 
charge must be prepared to terminate the experiment at any stage, 
if he has probable cause to believe, in the exercise of.the good 
faith, superior skill and careful judgment required of him that 
continuation of the experiment is likely to result in injury, di 
ability,- or death to the experimental subject. 



1. The established policy, which prohibits the use of 
prisoners of war in human experimentation, is continued and they 
will not be used under any circumstances. h 


3. The Secretaries of the Army, Navy and Air Force are 
authorized to conduct experiments ju connection with tlie develops 
of defenses of all types against atomic, biological and/or chemis 
warfare .agents involving the use of human subjects within the 
limits prescribed above. 

i •• f 

4. In each instance, in which an experiment is proposed pur¬ 
suant to this memorandum, the nature and purpose of the proposed 

\expcrimcnt and the name of the person v/ho will be in charge of 
such experiment shall be submitted for approval to the Secretary 
of the military department in which the proposed experiment is tc 
.be conducted. No such experiment Shall be undertaken until such 
/secretary has approved in writing the experiment proposed, the 
\y person who will be in charge of conducting it*, as well as inform: 
the Secretary of Defense. 


5. The addresses will be responsible for insuring compliant 
with the provisions of this memorandum within their respective 
Services. 


/signed/ 

■ C.E. WILSON 


Copies, furnished: 

Joint Chiefs of Staff 
Research and Development Board 


TOP' "ECRCT 
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’» ’7; Darter Oclirt K« Kiclaod 
•' CBUag* of JMietaa., 

• fm Xcrfc OhiTersity 
477 First Arm ; 
*•* 1st* 16, *sr *srk . 



Sac* dslini, 


. . Hi* attached copy Of Istfcw X btliar* it ••Lf-aaplamtopy* 

Z luntl today that tho n*«r*tary of Defect* signed th* 
Comment *• m, hi that tiara n« <a« oodlfloatton la th* phnae 
*«na rant* possibility", Zb any out Dr* Ctsbtrg pointed out, lb 
only ippHia to th* United aphoraa smart ns t«d in thv’.beglrmlng* H« 
•Iw grra lutraoUeiu that everything b* deb* to Insure that th* 

. hepatitis erparlamts pressed, and if flM«*tary« that a specific 
policy atatasset b* prepared and issued, ttr. VscksoB agreed, bat 
stated that tb* policy atatmwnt abotdd b* ao drawn up that* 


a* th* responsibility that th* opsrisnnt* vara necessary, 
feasible, an* that th* edkenUXio, ethical,sod lag mi 
oofutderstloe* war* r*rla«ad and approved, *m* flnly 
• i d e le c ted to ait her th* Assad rent* Xedtoel holier 
- Cbsnail or th* inM fores* *pldoai*lotietl Board, 
pref er a bly th* latterj tad 

* 1 * * * a 

b» that th* Secretary of Defmas mi net left ’•holding 
th* bag". 




X% sa* as. Hr* fan toon's Inalstanoe that th* "Haresbsyg Mnatplsa* 
ssr* trad in tots in tbs deeuomt, also* h* stated, thso* already 
had International Jtaidiaal sanation, and to Modify the* maid open ~ 
a* to mvw* criticise along th* lin* - *m thay ass only that - 
ottlsh salts then"*. 


Unsersly yoarc. 


tun. ■ ■ 

Cfcy ltr to 
Dr« Ztww 

^ \ K't- 

| cc?tee.D‘. 

; fcSCf? ££>’ G»(2oo ?:'=* fcl 3‘3H 

?=D-£. J 0*1 

Ortotftst » ft j 

Cfe-A «**» PaUevd:^^ 


ACtil J, RAHLSKT 
Colon*!, V* 0 , 
idtis! rtntor, 

Aread Fores* JWdmlelecical Board 
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DEPARTMENT Or THE ARMY 
Office of Che Ch&£ of Staff 
Washington 25, 0. C. 


CSi 385 (30 Jua 33) 

kemojvj:o*jk THRU: assistant CHIEF OF, STAFF*. G-4 

V 

'X- 


CS /k*ou«, 


30 June 1953 


rUi»« * VI 

THE SURSEOH GENERAL 



SUBJECT: Usa-of Volunteers in Research 

1. This directive prescribes policies and procedures governing Che j. 

use of volunteers in research in defense against atonic, biological and IxQL 
chemical warfare. The purpose of this reesearch is to permit a realistic tdjU-jud. 
evaluation and/or development of effective preventive measures of defense . 

againse^atomic, biological or chemical agents. 'f] ’ 

2. -Certain basic principles must be obsci'ved in order to satisfy 
moral, ethical and legal concepts. These basic principles are: •. 

a. The voluntary consent of the human subject is absolutely 
. essential.• •• _ 

• . • * 

(1) This means that the person involved should have legal 

. capacity to give consent; should be so situated as to be able to exercise ' 
free power of choice, without the intervention of any element of force, » ■ 

fraud, deceit, duress, over-reaching, or ocher ulterior form of constraint • i ^ 
or coercion; and should have sufficient knowledge and comprehension of the L 
. elements of the subject matter involved as to enable bin to make an under¬ 
standing and enlightened decision. This latter element requires that before 
the acceptance of an affirmative decision by the experimental subject there 
should be made known to him the nature, duration, ana purpose of the experiment; 

. the method and means by which it is to be conducted;* all inconveniences• and 
hazards reasonably^to be expected; and the effects upon his health or person 
which may possibly come from his participation in the experiment. 

■ , • 

(2) The consent of the human subject shall be in writing, his 
signature shall be affixed tjo a written instrument setting forth substantially 
the aforementioned requirements and shall be signed in the presence of at 
least one witness who shall attest to such signature in writing. 


(a) In experiments where personnel" frem more chan one 
Service are involved, che Secretary of the Service which is exercising primary- 
responsibility for conducting the experiment is designated to prepare such, 
an instrument and coordinate it for yse by all the Services having human 
volunteers involved In the experiment. 


Inc l L 
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SUBJECT: Use or VoLunccers in Research 

• • (3) The duty and responsibility for ascertaining th e Quality - Ag-v, 

of the consent, rests upon each individual who•initiates, d irects ta r encases 
• tn t he Ic is a personal duty and responsibility which nay not 

be delegated to'another with impunity. 


b. The experiment should be such, as CO yield fruitful results #< 

for the good of society. *—.proci:ra"r3e by other nethods or neens of study, 
and no'c randoa and unnecessary in nature. v 




. ' c. The number of volunteers used'shall be kept a minimum 

consistent with item 1», above. 

d. The experiment should be so designed and based on the results 
of animal experimentation and a knowledge of the natural history of die , ■ « t 

disease or. other‘problem under study that the anticipated results will Jto** * 

justify the performance' of the experiment. 


e. The~cxpcriment should be so conducted as to avoid all unnecessary 
physical and mental suffering and injury. 

, f. No experiment'should be conducted where there is a prior reason vm 

to believe that death or disabling injury will occur. - ytl k. 

g. • The degree of risk, co .be taken should never exceed that 
determined by the humanitarian importance of the problem to be solved by * , 

’ the experiment. 

- h. Proper preparations should be made and adequate facilities' —- 

provided co protect the experimental subject against even remote-possibilities 
of injury, disability, or death. 

1. The experiment should be conducted only by scientifically 
qualified persons. The highest degree of skill and care' should be required 
through all stages of the experiment of those who' conduct or engage in the 
experiment. . 

j. During the course of the experiment the human subject should 

he at Liberty to bring the experiment to an end if he has reached the physical’"*”' 
or mental state where continuation of the experiment seens to him to be 
impossible. 

' * 

k. During the cour^d of Che experiment the scientist in charge 
must be prepared to cernirfatc the experiment at any stage, if he has probable 
cause co believe, in the exercise of the good faith, superior skill and careful 
judgment required of him chat a continuation of the experiment is likely to 
result in injury, disability, or a*c&ch co the experimental- subject. 




SUBJECT: Use of Volunteers in Research 

(1) The established policy, which prohibits the use of 
prisoners of war in human experimentation, is continued and they will 

not be used under any circumstances. 

/• 

3. The following opinions of the Judge Advocate General furnish 
specific guidance for all participants in research in atoetic, biological 
and/or chemical warfare defense using volunteers. 

a. . Legality of- accenting volunteers . The authority of the 
. Sccf ctary o£_lhc Amy to conduct research and development activities fs 
contained in section 104 of th'c act of 10 July'1950 (64 Stat. 322; 5 U.S.C 

235a) which provides: ' 

"The Secretary of the Army is authorized to conduct, engage, 
and participate in research and development programs related to 
activities of the Army of the United States and to procure, or . 

. contract for the use of, such facilities, equipment, services, 
and supplies as may be required to effectuate such programs." 

. Section 101 of the Army Organization Act of 1950 (64 Stat. 264; 5- U.S.C. 

181-4) provides in part as follows: 

"Except as otherwise- prescribed by lav, the Secretary of the Army 
may make such assignments and details of members of Che Amy and 
- civilian personnel as he chinks proper, and. may prescribe the , 
duties of the members and civilian personnel so assigned; and 
. such members and civilian personnel shall be responsible .for, 
and shall have the authority necessary to perform, such duties 
as.may be so prescribed for them." 

_ * b. Hilitarv Personnel and Department of the Army Civilian Employees . 

Compensation for the disability or death of a civilian employee resulting from 
personal injury or disease proximately caused by has employment is payable 
under the Federal Employees Compensation Act (39 Stat. 742 et seq.), as amended 
(5 U.S.C. 751 et seq.) , regardless of whether his .employment was of a hazardous 
nature. The amount and type of disability compensation or other benefits pay** 

■ .able by reason of the death or disability of .a member of the Army resulting v 
•from injury or disease incident to service depends upon the individual status 
of each, member, and is covered Jjy various provisions of law. It may be stated 
generally that under present laws no additional rights against the Government 
will result from the death disability of military and civilian personnel 
participating in experiments^dy reason of the hazardous nature of the operations 
although it is possible that the Congress may confer benefits or grant relief 
by general or special legislation, subsequently enacted. Even should the injury 
or. disease -result from a negligent or wrongful act, the recovery of any compen¬ 
sation or benefit under present law in addition to those noted above is doubtful 
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SUBJECT: Use or Volunteers in Research . 

c.' ■ Use of Appropriated Funds for cho Purchas e or Life Insurance. 
In. effect, the payment oz insurance premiums on the life of an officer or 
.employee is a form or compensation (Commissioner of Internal Revenue vs. ■ 
Bonwit, 87 F. 2d .764 (2nd Dir., 1937), cert. den. 302 U.S. 694, 82 L. Ed. 
536: Canaday v. Guitte&u, 36 F.. 2d 303 (6th- Cir., 1936). In this regard, 
section 1765 of the Revised Statutes (5 U.S.Cl 70) provides as follows: 

"lio-officer in any branch of the public-service, or any other 
persons whose salary, pay, or emoluments are fixed by law or 
4 9 regulations, shall receive any additional pay, extra allowance, 

or compensation, in any form whatever, for the disbursement of 
public money, or for any other service or duty whatever, unless 
the same is authorized by law, and the appropriation therefor 
explicitly states that it is for such additional pay, extra 
. . allowance, or compensation." ' 


There-is ho statutory authority for the payment of premiums .for insuring 
the lives of military and civilian personnel, and current appropriations 
for military and civilian pay and allowances do cot expressly provide -. 
therefor. It follows that the payment of such\prcmiums from appropriated 
, funds is .prohibited by the quoted section. The statutory provision in ' 

- question is applicable to all military and civilian personnel of the 
•Aray “whose salary, pay, - or emoluments arc fixed by lav or .regulations** 
(24 Comp. Gen. 648 (1345). 

d'. Private Citizens . Section 3579 of the Revised Statutes, as . 
■amended (31 U,S.C. 665(b) ), provides; 


. “ho officer or employee of the United States shall accept 
'voluntary service for the United States or employ personal 
service in excess of thac authorized by law, except in cases 
of emergency involving the safety o£ human life or the 
protection of property. 11 ^ 

It is the policy of the quoted' statute to prohibit the. acceptance of . 
voluntary services vhlch'may provide a basis for future cLaims against-, 
•the Government. .Tile stated policy applies not only where legal claims 
for compensation-nay arise from performance of the services, but also 
where the circumstances- surrounding the proffer support a reasonable 
possibility that the services may provide the basis for seeking remedial 
' legislation froni the ..Cqngresi, The JAG is therefore of the opinion that 
the services in question shcAiid not he accented by the Departmc.it of the 
•Army. In view of this conclusion, it is unnecessary to consider the 
extent to'which such persons could exert claims against the Government 
bv reason of disability or death resulting from .participation in the 
proposed experiments, or whether'premiums on life insurance for the said 
participants may be paid from appropriated funds. 
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SUBJECT: Use of Volunteers in Research 


e. Contractors* Employees. The applicability'of the foregoing 

considerations to contractors* employees is considered below:.. 

* . *. • • 


(1) Lcr.-.i lev of prrlo'cenc- ; The authority of the Secretary 
of the Amy to contract for services necessary to effectuate research 
and development activities is contained in section 104 of the act of 
10 July 1950 (64 Scat. 322; 5 U.S.C. 235a), quoted in subparagraph a, 

above. There appears *r be no prevision cf let which would pvcvaac a 
' contractor from employing his personnel upon experiments o£ the nature 
contemplated. In the literal sense, no question of "acceptance" of the 
services in question by Che Government is involved, as the private 
relation of such an employee is with the contractor rather than the 
Government. It devolves upon the.contracting officer to ascertain 
* whether the terns are sufficiently broad to permit the participation of 
contractor employees in the experiment. The terms of the contract must 
insure that the contractor will observe • the conditions .and safeguards 
sec forth in this directive. 


. (2) Claims acaihst the Government . . Generally, benefits- 

to which.a private employee may become entitled by reason of death or . 

■ disability resulting from his employment arc payable under State, rather 
than Federal, laws, with the exception of persons covered by the sur- 
•vivor's insurance provisions of the Social Security Acit (49 Stat. 623), . 
as amended (42 U.S.C. 602)’. In some situations the employee may have 
remedies against his employer under State workmen's compensation or other 
laws. It is not possible to generalize upon the right of such an employer, 
where he is a Government contractor, to claim reimbursement from the 
Government for additional costs by reason of liability to his employees 
incurred in this regard, as-this depends upon the terms of each individual, 
contract. The question of whether any additional rights against the 
employer-contractor may result from the death or disability of employees 
participating. in experiments, by reason of the hazardous nature of the 
experiments, is likewise not susceptible of any general statement, due 
to Che numerous factors involved.- Such persons would not be disqualified 
from prosecuting claims aginst the Government under the Federal Tort 
Claims Act (26 U.S.C. 2671 ec seq.) . (Sec also AR 25-70, 2 March 1951) 


■ (3) ■ Purchase of life insurance . In cost-reimbursable‘.type 
contracts, the expense of maintaining group accident and life insurance 
plans may be, an allowable item of cost under the^contract (ASPR 15-204(p). 
Group life insurance plans provided voluntarily to contractors' employees 
on a reimbursable basis arc subject to review by heads, of procuring ac¬ 
tivities to dccerminc chat greater benefits are not being extended under 
the cost-reimbursement type contract than-those, granted to employees 
under the contractor's regular commercial operations (APF 10-351).' In 
special cases, life insurance for employees may be authorized by heads 
of procuring activities (AS.PR 10-302: APP 302) even in fixed-price 
contracts (APP 10-301). In order to'bc applicable, cost principles ‘ 
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must be set fort’; or incorporated in a cost-reimbursable contract 
(ALTS L5-10Z). it will be seen from the above that, ££ a contractor 
obtains Insurance on the lives of his employees while-participating in 
the proposed experiments, he may be reimbursed for the expenses involved 
only where the contract is of a type allowing reimbursement and the terms 
thereof allow recovery as an' ices of cost. 

£. Irra-uler and ?<»c-Vnsis Emlovoes . The stated category 
comprehends all persons paid from appropriated funds for internittent 
services, as distinguished from regular, full-cine employees. For 
example, the~5ecracary of the Army may procure the temporary or 
intermittent services of experts or .consultants, including stenographic 
reporting services, vithouc regard to civil service and classification 
laws at races not to exceed $50.per diem (sec. 15,.act of 2 Aug 1946 (60 
Scat. Ci0;5 U.S.C. 55a); sec. 601, Department of Defense Appropriation 
Act, 1353 (Pub. Law 4SS, S2nc Cong.); see CPRA7.6, par. 6-3). The 
amplavnent of experts and consultants either art a per diem basis or * 
without compensation is also authorized by section 710, Defense Production 
Act a*-1950 (64 Stat. 819; SO U.S.C. App. 2160). (Sec CPR A7.6, par. 6-3). 

The' Secretary of the Amy may also employ architects, engineers, and other 
technical and professional personnel on a'fee \)3.sis, without regard to 
classification laws (see.'2, act of 7 Aug. 1939 (53 Scat. 1240; 5 U.S.C. 221)). 

Tt general, rha employment status of such persons muse be - 
determined Individually from -the statutory authority under which they 
are urpLoycd and the terms and conditions o£'their employment agreements. 

In some cases it will be found chat their status is not chat of employees, 
but of contractors furnishing services to the Government at agreed contract 
.prices. The following observations are made upon the applicability of the 
three questions considered in subparagraph «t, above, to the category of 
persons uuder consideration: 

(1) . Legality of accepting volunteers . The' terms of the 
statutory authority for, Che employment and the provisions of the employ¬ 
ment agreement must be inspected in each case to determine-whether Che 
particular individual is an employee subject to detail or assignment 
upon the proposed experiments, or whether his employment is limited to 
other specific objects.. If his employment upon the project is not so 
authorized, it would appear chat acceptance o£ his services for this 
purpose on a voluntary'basis would be prohibitedty the considerations 
discussed in subparagraph d, above. 

(2) Claims against the Government . The Federal Employees 
Compensation Act (39 Scat; 742 st “eq.), as amended (5 U.S.C. 751 ct seq.), 
is applicable to "all civil officers and employees" of the Government and 
all "persons rendering personal services of a kind similar to those of 
civilian officers or employees of- the United States** * ^without compensation 
or for nominal compensation, in any case in which acceptance or use of such 
services is authorisedby an Act of Congress or in•which provision is cade 
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by law for payment of titf travel or other expenses o£ such person." The 
foregoing broad coverage r.f She act would appear to include most irregular 
and fee-basis employees. However, the administration ox the benefits in 
question are within the province of the Bureau of Employees Compensation, 
Department of Labor, and only that agency ctay provide a definitive ruling 
. vieh respect to coverage of the individuals in question. With the fore¬ 
going reservation, the views of this office sec forth in subparagraph b, 
above, would appear equally applicable to irregular and fee-basis employees.’ 

r£3) Purchase of life Insurance. The Comptroller General has 
approved the’ payment of surgical and hospitalization expenses of a field 
employee injured while engaged open flood control work (3 Comp. Gen. 57 
(1923) ), on the ground that "the employee's compensation was not fixed* 
by law but was subject to administrative discretion, since, otherwise, 
payment of the expense by Che Government would-' constitute payment of 
additional compensation, vliich is prohibited by section 1765, Revised 
Statutes" (23 Comp. Gen. 17S (1946). Subject to such restrictions and _ 
limitations as may appear in the statutory authority under which he is 
employed, it would appear from the foregoing that the Government may 
legally bear the expense of premiums upon the ^ife of an Irregular.or 
fee-basis employee whose rate of compensation is not fixed by law or 
regulations. In this-regard, it may be advisable for the Government to 
provide an additional allowance to the employee for financing such private 
insurance arrangements as he may wish to make rather than to undertake 
direct negotiations with insurance carriers for the desired coverages. 

% 

4. Subject- to the above conditions, ^rmed Forces personnel and/or 
civilians on duty at installations engaged in research in subject fields 
shall be permitted to actively participate in ail phases of the program. 

As a general rule, volunteer subjects should be males under 35 years of 
age, with no' physical or mental diseases. 

5. Agents used in research oust have the following limiting 
characteristics: 


a. Controllable lethality. 

1 

b. No serious chronicity anticipated. 

c. ' Effective therapy available. 

d. Adequate backg^cbnd of animal experimentation. 

*•« 

6. As added protection for volunteers, the following safeguards 
will be provided: 
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a. Direct responsibility for the planning and- conduct of the 

investigations and for the medical care will res.t with one adequately * 
.trained physician. * 

. b. All apparatus 3nd instruments necessary to deal'with any 
emergency situations must be available, e.g,, Drinker respirator, Mine 
Safety Pncophore, oxygen, apparatus, "etc. 

c. Medical treatment and hospitalisation will be provided for 
alJLjCasualties of the experimentation as required* 

T^n ' 

d. ‘ The: physician in charge will have* available to him on short 
notice throughout the investigation competent consultants representing 
any of the specialties to be encountered. 

7* buq to the specialized nature of biological agents, the following 
procedures in addition to Che foregoing policies and procedures will be * 
observed-in regard to this phase of the program. 

• • • 

• * _ - 

' ‘ ' a. In selecting agents for investigation, priority should he 

given to those which possess a high probabilityyof successful infection. ' 
under operational conditions against U. S. forces. 

• • 

b. The effectiveness of available defensive measures,, either 

immunization or chemoprophylaxis, will determine the necessity for study* 
of the agent, considered. « 

e. Use enlarged (4X) Henderson or other suitable apparatus 

for exposure. . 

• • t * 

d. First experiments will be designed to determine level of 
susceptibility. The investigation should utilize the minimum number of 
volunteers which will yield statistically valid data at low levels of 

dosage. * • 

e. Increase number .of persons to chat level which will give 

significance. ’ 

f. Then use ic&aunized persons and persons on prophylactic* 
chemotherapy. 


g. Determine and 


^ply 


details of immunologic study. 


h. From the foregoing che final step will be to use volunteer 
subjects, or if there exists a good correlation with a particular animal 
for a particular micro-organism, then use that animal, on a proving ground, 
downwind far enough from the munition so that the concentration will be 
known to be approximately equal to yie level required to induce infection. 
(This will rule out subjecting volunteers to "crashH-conccntratioas.) 
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. • .. . ... 

8. Ho research in atomic, biological and/or chemical agents using 
volunteers will be undertaken until the Secretary of the Army has stated- . . 
his approval in writing. The Surgeon General of the Army will review and- 
comment on all proposals for the use of volunteers. Wren appropriate, he 
will seek-the advice of The Surgeon Cencral of the Navy, Air Force and/or 
the U. S. Public Health Service. The sponsoring Amy agency will submit 
its proposal, together with the. Surgeon General's review and comment thereon, : 
Co the Secretary of the Aray through, this office.. As a mininun, the proposal 
will state the nature and purpose of the experiment and the name of the person 
vho^vlll be in charge. 

BtTBiRECTION OF THE CHIEF OF STAFF: - 


fsf JOHN C. OAKES 

• Brigadier General r CS 
Secretary of the Cencral Staff 

Copies furnished: 

' Asst. Chief of Staff, -C-4 - 5 

Chief Chemical Officer -5 
The Surgeon' General- - 5 

The Judge Advocate General - 5 
• Chief of Research and % ' 

.Development, CCS ■— 5 
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GROUP C0HSID2R/VFI0R 0? CLTHIC/iL RESEARCH 
PROCEDURES DE7IATlIi3 FROM ACCEPTED 
MEDICAL PRACTICE OR HVOLVHiG URUSUAL HAZARD* 


It Is the policy of the Rational Institutes of Health to place primary 
responsibility for the formulation and conduct of clinical research and 
medical care on the principal investigators designated by each Institute 
Director* in conformity with standards and principles of legal* ethical 
and administrative propriety established by the Director of the Rational 
Institutes of Health. 

v 

In order to assist the principal investigator in waving determinations 
with respect tci research projects and medical procedures which may 
involve deviation from accepted medical practice or potential hazard to 
the life or well-being of tbe patient or subject admitted to the Clinical 
Center* the following statement of responsibility is provided as guidance, 
and methods for obtaining group consideration and advice are established. 

It will not be necessary to present each project for evaluation of its > 
medical, scientific and ethical propriety to any single central group, 
but any unestablished*, nonstandard or unusually hazardous procedure shaP 
receive appropriate group consideration before it is undertaken. 

I. Basic Responsibility 

1. Patient Care Responsibility 

Only properly qualified physicians or dentists may assume responsibility, , 
for clinical diagnosis* investigation and care. All others associated 
with the project are subject to the authority of tbe responsible physi¬ 
cian or dentist* and the physician or dentist assumes responsibility for 
such personnel. 

2. Project Fbimulatlon 

It is recognized that every medical procedure is modified or adopted to 
accommodate the individual patient. It also contains some element of 
risk. Determination ao to which medical procedures shall be considered 
as not being established or as involving unusual hazard shall be on an 
individual basis* in the light of total experience developed in well 
recognized institutions accepted by the profession for the excellence of 
their staff in conducting medical care and research. Published reports 

♦Approved by Director, RIH 
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of techniques or procedures used elsewhere In clinical investigation 
without known deleterious effect to the subject will not# of themselves, 
relieve the Investigator from renpcaciblLiiy /o> submitting for group 
consideration bis plans to use the some or similar methods* 

Two distinct types of hazard are recognized: (a) Jeopardy to the life 
or relative state of well-being of the research subject, either a person 
suffering from disease whether considered curable or ,'ncurable, or a 
normal volunteer subject; (b) Jeopardy to the subject's chances for 
cure of his illness c«r alleviation of his symptoms, occasioned by with¬ 
holding or delaying the application of established therapeutic procedures. 

In- the development of any clinical study involving procedures deviating 
from accepted medical practice or involving unusual hazard, the principal 
investigator shall indicate, as prescribed by the Director of his Insti¬ 
tute, such contemplated procedures, referring to the literature end his 
own and others' experience. He shall indicate the necessity end basis 
for his proposed research, noting pertinent laboratory, animal and other 
human research and, insofar as possible, the potential hazard to the 
patient or subject. 

3c Public Health Service Personnel 

Self-experimentation and use of Public Health Service personnel as sub¬ 
jects in clinical investigation are prohibited; unless prior written 
consent is granted by the Director of the national Institutes of Ifealth. 

" U. Group Consideration and Review 

* 

1. Institute Committees 

Each. Institute Director end the Director of the Clinical Center shall- 
establish a committee or other mechanism to review and make'recommenda¬ 
tions to him concerning clinical projects proposed by his staff that - ' - • 
involve unusual hazard. The review shall include evaluation of the * 
necessity and rationale of any such procedure, all significant questions 
concerning medical or ethical propriety of the procedure, availability ... 
of personnel or facilities to reduce hazard, and' other ■ issues' requiring * _ 
experienced group judgment. The committee shall recommend (1} cpproval^'" 
with or without modification, (2) disapproval, or (3) referral' to the 
Medical Board. 

In. general this review is expected to settle such matters without, fur¬ 
ther referral. The principal or senior investigator, who is responsible 
for project formulation and eventual conduct of the research, may 
through channels request his Institute Director to seek further advice 
or guidance from the Medical Board. 

2. Medical Board Committee 

The Medical Board shall establish a Clinical Research Committee to 
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nerve a** an expert review body to advise on problems concerning clinical 
research Involving procedures deviating from accepted medical practice 
or unusual hazard referred to 11 . by thft -jrector of the Rational Insti¬ 
tutes of Health, Institute or clinical directors, or the Director of tto 
Clinical Center. The Committee is authorized to enlist additional 
assistance cn an ad hoc basis from-among colleagues, intramural and 
extramural, consultants and others who nay have greater experience and 
competence in relation to a given problem* 

This committee will investigate the scientific and ethical propriety, 
and provide group consideration, before the institution of any procedure 
about which such questions have been raised. Reeomendations of this 
Committee will be. submitted through the Medical Board to the institute 
concerned and to the Director, National Institutes of Health, for hia 
information or advice. 

v . • 

3* Public Health Service Policy Committee 

A small standing policy committee for the Public Health Service, com¬ 
posed of representatives of the National Institutes of Heelth end other 
bureaus, will develop a set of guides and principles relative to human 

research and serve as a general review tody and staff for ,the Surgeon 

General. Special problems of major significance which should receive 
Service-wide consideration or which impinge on general policy may be 
submitted to this group, by the Director of the National Institutes of 
Health, institute or clinical directors, or the Director of the Clinical 
Center* 

I 

HI. Principles Governing Physician-Patient Relationship 

1. Rules of Conduct 

Rules of conduct promulgated by the appropriate national professional 
organization to govern the relationship between the professional man 
and his patient shall be .observed by staff of the Rational Institutes 
of Health. 

2. Information for Patient 

The patient or subject of clinical study shall be considered a member 
of the research teem and shall be afforded an understanding suited to 
his comprehension of the investigation contemplated, including particu¬ 
larly any potential danger to him. 

Each prospective patient will be given an oral explanation in terms 
suited to his comprehension, supplemented by general written information 
or other appropriate means, of his role as a patient in the Clinical • 

Center, the nature of the proposed investigation and particularly any 

potential danger to Mm. 

After admission, the patient shall receive information in keeping with 
the development of a sound physician-patient relationship. 
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3* Pa tient Underetandi t)gj.r rl Agreement 

a. Stcuidard consent or agretrii*!? ;&:■ IT. be usti for ■:urgery., 
anesthesia, photography and other procedures where they are ordinarily 
required and for pexmiseioa to disclose clinical findings, records or 
other personal infomation. 

h., Similarly, standard forma pertaining to pos‘-rortsm e?mlna- 
tion and disposal of "body or limbe shall he used to recora permission 
for such procedures given hy responsible next of kin or legal represen¬ 
tative. 


Co Voluntary agreement based on informed understanding shall be 
obtained from the patient and, vhen appropriate, from responsible next 
of -kin when the approved investigation includes procedures which deviate 
from accepted medical practice* In all such cases, a notation shall be 
made on the patient 1 s chart of the essential points of the explanation 
and' of the agreement obtained, together with any concent or problems 


raised bv the -patient. —-Whan in the opinion of the responsible physicians 
lor-ofthe advisory groups noted above a procedure involves an unusual 
/hazard, the proposed procedure shall not be undertaken until the patient 
[has voluntarily signed a statement, entered on the patient's chart or 
as a separate memorandum, indicating his understanding of the procedure 
land its purpose, including potential hazards to him, and his willing- 
Vness to participate,. -—-----■ 


The physician in charge of the patient shall be fi nally responsible for 
provid ing information to the patient, referring physician and next of 
kin and for obtaining voluntary agreement from the patient, guardian, "• 
next of kin or others, as required, for the procedures described above. 
Be shall be responsible for incorporating in the medical record the 
information given the patient and the nature of the informed consent 
or agreement accomplished with the patient, including any comments, 
objections or general reactions made by the patient. 
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SUBJECT: Status of Human Volunteers in Sio-asdical Siperlnaataticg. 


TO: Assistant Secretary of Defense (Health L Hedicine) 

. Office, Secretary of Defense 
Washington 25, fl. C. 

"AXIS: Colonel Sheldon 3. Erovntcn. 



1. Jn carrying cut it a reap cnaibilities with regard to the public 
' release of atonic energy information:' under ths provisions' of. -''Department 

■of Defense Directives Nos. S—5400.2, dated 22 September 1552, and 5233.4, 
- dated 2&!tf9naber 1952, ths Office of Public Information requires Head¬ 
quarters, Aimed Forces ’Special Weapons Project to review and'-earnest on. 
releases .involving the military’ application of atonic energy... The scope 
of review of documents taken by this headquarters is limited: to -the 
following: 

- a. ■ Cement la made froa the -ggaurfily. classificatjen standpoint 
of the military application of atomic energy. '. 

b. Cccaaest is made on technical inaccuracies f2m the stand¬ 
point of the military application, of atonic energy. 

2. In isnlmenting this policy, the Surgeon, Headquarters, AFSKP, 
is frequently required to review documents gfVTrt«ini'ng-iHo-ewi-<eal ex¬ 
perimental data obtained ei t her by laboratory studies or f r u a atccis 
■weapons tests. Sens of these documents contain data obtained by, and 
■sake reference..to,, ths use of him volunteers as test .subjests. 

3- 'The Surgeon also review* all propos als, f or Blo-medical research 
projects programmed at atomic weapons tests by other agencies as veil 
as and sponsoring such proposals. Sana of these projects 

include the use of human volunteers. 
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Subject: Status of Hrrssn Tolgstaars ia Elo-medical xbqjarhsszitatioa 


4, At the prasent wise, this headquarters Is reviewing A 

report entitled "Flaea Blindness* which asat i c ns.tha fact 
+*>n-t. Vmiinr! were employed ^nT^riff atsc±c weapons tests 

conducted f n 2$^ 1 Subsequent reports fr aa . later tests on the sana 
subject csataS etaaarafala references as veil as referring to at 
'least tiro instances in which velsnteers'tmrs Injured as a cone*queues 
' of part in field esperinenta. Because of tbs ■ implications 

involved due to these injuries, it is felt that a rinflnita heed 
1 exists fear guidance in tbs use of bunntt volunteers as eaparicag t al 
subjects. 

5* It Is therefore requested that this headquarters t».-advised 
'if such guidance is available and, if so, that, a copy of the.policy 
directive be made available for reference. If such policy ggidanco v 
not been formulated, it la r^cssasended that such be. done .and ... 
given the widest- possible dissmination to p re clud e .the' ooe u g raa ce. 

of tadat eaticpgl violations or incidents by research investigators.. 

• * •*»: . - • ■ • * 

HISTR: CHE, AFSWF: 

Cys 1 &. 2 (letterhead) to addressee 
Cy 3 (green) .to AG 
Cy 4 (yellow) to AG 
Cy 5 (pink) to AG 

Cy 6 (white) Medical Branch re ading file 
Cy 7 (white) Medical, Branch comeback file copy 


•ikvihg Ti- branch 

•Colonel, USAP 
'4ctg. Chief, of Staff 


(SEE NETT PAGE POE M/E)~-^^ 


It. CoL. Browning/mef/lB699A/52793 

SECOND PAGE’EEHETETEN Major Milier/ned/lB699A/52793 3->*54 
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M/E: In. Nov 53 it was learned that there existed a T/S document signed 
by the Secretary of Defense which listed various requirements and cri¬ 
teria which bad to be met by individuals contemplating" the use of hnmn^ 
.volunteers in Bio-medical or other types of experimentation. 'Since this 


information was of particular importance to this office in classifying 
and/or releasing information on the Flash Blindness programs at weapons 
tests, attempts were made to learn of the nature of these requirements. .. 

On .11 January 1951, It. Colonel Browning and Major Hiller had a conference 
with the Executive Assistant to the Assistant Secretary of Defense 
(Health and Medical) at which time it was learned that althmg h this 
document details very definite and •specific steps which must be ta>nn 
before volunteers may be used in experimentation, no serious attempt 
has been made to disseminate the information to those experimenters who 
had a definite need-to—know. • The lowest level at which it had .been cir¬ 
culated was that. of the three Secretaries of the Services. The Assis t a n t 
Secretary and his Executive agree that the document should be downgraded 
but have not been able to obtain concurrence from Dr. Hannah nor from 
'•the Judge Advocate! It was suggested that this office prepare a letter 
~far the Assistant Secretary in which was detailed our need for this informa¬ 
tion and the manner in which we were handicapped through ignorance of 
the provisions of this ‘document. It is intended that this letter 
point up the need for seme relaxation of the grip in which this document 
is-now held , at least on a definite need-to-know basis. 


nod 


Li. Colonel Browning/mef/lB699A/52793 } 

SECOND PAGE BEHBUXEK Major Mi21er/nediLB699A/52793 3-5-51 
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(MOT roa HTELICA.TTOII) ■ 


12 March 1954 


* . '« • ' » 

;*./• ;Vr3'- ; -. Us*'of '.Hum a Volunteers in Madical flsseareh 

V Prinalpl**,' Policies and Rules 'of the Offic a of fba Surgeon General 

; (ft bj/iod cs- Tar as applicable aa a nan-eandatory guida for planning 
’ and conduce ng contract reseereh.)" 

‘ * j voluntary, consent of the human subject is essential, Ihis . 

aeons''thitl'thtiporaoni’eoncoraod*.'.•'i _ . * -'x 




d. 


Should, have; sufCloieat knowledge and understanding of 
the e xperi ment to enable*him to sake an enlightened 
decision, on the basis or explanation given to hta.aa 
specified , below.’ *...*". 

Should state his consent in writing, signed in the 
presence -of at least one witness who shall attest to 
such signature in writing* \J 



2* Each individual who initiates, directs or engages in the. S y 

-xporiaeafhfts a personal duty and responsibility for ascertaining^. 

N 'the. quality of the voluntoer l a consent, 

* • • . . ♦ 

* * % - . * * 

• 3i Before ^ths'.acceptanco of consent of the. roluateer, be suxt ' 
be given adequate .ogplsnation,* He should be informed .of tho nature, y 
duration, end purpose of the experinentj the iscthod sod neons by vhicJ* 

'it is to be conductedall inconveniences‘ond hazards reasonably to be 
aarpectodj and the off sets upon, his-hoalth or parson which ®y possibly 
cone frees bis participation in the exparlment, 

• * # • - t ./• * , * * • . • ’ ’ * 

* . . 4.*,. Tba expc-riscat should be such as to yield fruitful results '\y 

‘for tba good of society, unprocurable by othor naans, of study, and not * 
condos and unnecessary, in nature. 


5- The msber of vclunteora used sust bi kept at a ninixus con- 
'aistont with tho roquireaont of s fruitful experiment for tha good of 
society. * 

6. ’In ardor the.t. the anticipntod results will Justify doing the 
expurinont, it (the’ experiment) should bo designed and bused on the 
results of anlrnl sxporiaontotion end a Icsovlodgo of the natural history 
of the diaoesc or othur problem under stud**. 
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J. 


7, The experiment should bo so conducted as to avoid all u&- 

*oary physical cad mental suffering endinjury. J 

** * 

* - 

8. Ho experiment should be conducted vhoro there is a priori !' 
reason to believe that doeth or disabling- injury will occur. 

* • • j • . . ; 

9*,... The degree or risk .to tbo volunteer .should aeror axo sod'that. 



y 


. qualifloid pe roosis :/(i nclijd Lhig : sn''sd*qoatily' trained' physician). vbc 
shall _b« '.required .V - cxsrol souths* highest degree, of< skill readies re •'rtfij 
■ throughout the exporiasat.- Competent consultants should be avail, 
shls ea short Boti.ce in this c o mectioa. 


31. Idoquate preparations .should be Made and adequate facili¬ 
ties provided to protect the • expcrinaatal subject against evea ro¬ 
tate possihilitiss of injury, disability or death. This includes 
hospitalisation and mod* col traotaent as. say be required. 


.12. The htxsuaa volunteer "sub joet should be at liborty to bring 
the sxperiseat to ea sod if ho feels that It is i&possiblc for hin to 
continue nador the tost, 

» . 

* . 13. . Jho scientist or phys ician In ehnrgo oast bo prajaared to 
terainate the ezporinaat at any stage, if he hae'probable cause to ” * 
baliovo, in tho exercise of the good faith, superior akill and earo- 
fUl jtsdgmant required of hia .that a continuation of the experiment is ’ 
likely to result in injury, disability^ or death to the experimental 
aubjoot. • - 

* • . 

14. Established policy prohibits tho uso of prisoners of war 
in huaon experimentation. They will not be used under any eircum- 
stsneoa. . , 

•• • . * • 

• • • 

- 15 e Agents used in research oust have the follow* ng 11 mi.ting 
charaatarlatics* ' ' ’ 


Csatrollabla lothali’Qr *. . 

b. Hb serious .chrunicity anticipatod 

c. Effective therapy available 

* Adequate background'of nninol experimentation. • 


2. 


330 



RGPflOOuCCOAr n<gfUt)OrtAi AkOivfS 


utiterman army hosiutai. 

SAN FRANCISCO, CALI FOUNT A 


ibbbms »mr in 

COMMA IB 1Bl CtlltftL 

lor to isBirioms 


P 


IA. January 1955 


Colonel Elmor A, Lodmcll, h.C. 
Chief, radiological dorvico 
Walter Reed Amy Hospital 
San Francisco, California 

Dear Elmer: 


I urn writing you this letter at the suggestion of Gencrul Gillespie 
after having discussed with him the matter of requiring patients to 
sign a permit for radioisotope therapy. He have started in a small way, 

limiting outselves to test doses of I*". Work has been started on the 
Radioisotope Laboratory and should be completed within 90 days. 


In our initial mceting-of-ihe Radioisotope Committee it was ten¬ 
tatively decided that wo^wtftn3~>iotVequire a signed permission on tho 
'part of tho patient for ^cst desepi This conforms with thu practice 
at Stanford-Hospital but aoes-ntft conform with the practico at University 
of foli f a rni M- H ospital whore Dr. Miller requires a signed permission even 
1 'of teat donas. Houuvor, ho tollu me that ha is not sure that this is 
advi sable_q ad that it is mainly a continuation of a practice initiated 
when the procedure was still experimental and also because on the form 
the patient is required to sign a statement that she is not pregnant. 
Regarding the signed permission for therapeutic doae3 we could not reach 
coapleto agreement since Major Lan^con, who is in charge of the Radio¬ 
isotope Laboratory faels that it ia not indicated and, if utilized in 
tho form now used at 1/altor Reed in which possible malignant change ia 
mentioned, that it will have an adverse effect on the patient with hyper¬ 
thyroidism. Major Uawman feels that one should be signed but is not 
convinced that the rofercnce to malignancy is desirable. Tho Logoi 
Officer (Lt. John J. Kullone, Jr, A3st. Judge advocate) 3tatcs that, 
if tha permission is to 3tand up in court, all possible deleterious 
effects including malignant change must be explained to the patient and 
signature obtained. I feel that a signed permission should be obtained 
but doubt the wisdom of mentioning the passible malignant change since 
there is no definite evidence that this has ever occurred.- The Radio¬ 
isotope Committee could not agree on what should be done and General 
Gillespie suggested this letter to find out if an Army-wide policy has 
been or would be established. 
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REPROOUCEO A1 Tt<£ NATKXM. AMCJUVfS 


jlhave talked to Dr. Millm- and I am enclosing a copy oC the Dora 
vliich/tbcy require signature on which impresses me as a quite innocuous 
form although the wording I believe could be improved upon. I am told 
that a signed form is required at Stanford by Dr. Newell but he is out 
of town and Z cun get no information. 

I would also like to know if you approve of the authorization used 
at Walter Reed Hospital for radiophosphorus and also radio iodine in 
the treatment of thyroid cancer, copies of which I am enclosing. 

Any information you can give a» along these lines will be greatly 
appreciated. 


Sincerely, 



PAUL 0. VELIS 
Colonel, M.C. 

Chief, Radiological Service 


2 
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ncnrccxxtccri *r aiici.vgs /-c d /\ f'J • 

List of 5pacific Uses oi „aa*<jmaterials with Suggested ,vau.Lions {fts additional 
l'ur.'i|;ni|ina) to Uic "AUTHulU&iflUh i*'UU uUriiUU'fK.tTlUh Ob' linLilUrtC'l'iVb, vlnThlilnUj" 
p Form For tlio purpose of further W»>rl.fIcutimi 

131 

1. Radioiodine (I ) for treatment of hyperthyroidisms 

The expected beneficial results and tne possible undesirable results 
(the latter including such real possibilities 03 sore thread and 
hypothyroidism and such speculative possiblitiea as malignant changes) 
of this form of treatment have been explained to me to my satisfaction. 

2. Radiophosphorus (P^ 2 ) for treatment of leukemia or polycythemia vara: 

The oxpocted beneficial results and the possible undesirable results 
(tbo latter including radiation sickness and depression or the blood- 
forming functions of the bone mnrrow) of this form of treatment have 
been explained to me to my satisfaction. 

3. Radioiodine (I 1 * 51 ) for inducing hypothyroidism in euthyroid patients with 
incapacitating angina pectoris and/or chronic congestive heart failure: 

The expected beneficial results and the possible undesirable results 
(the latter including such a real possibility as sore throat and such 
speculative possibilities'as sterility and malignant changes) of this 
form of treatment have been explained to me to my satisfaction. Also 
I understand that this treatment is for the purpose of destroying all 
thyroid tissue, normal as veil as diseased; and, that a permanent need 
for replacement therapy in the fora of thyroid medication must be expected 
if a normal metabolic state i3 to be maintained. 
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1. X hereby consent to the performanc e upon; 


(Diagnostic and/or therapeutic Procedure to be performed) 


(Signature of patient) 


When patient is unable to affix signature or is legally incompetent; 

WIXtESSSD flf; .. 1. 


( Date) 

Patient's Hama (Last, First & Middie Hama) 

’ "Name of .Hospital of' Other 'Medical' Fac ilit y " 

: -VfRAMC"FoisT803--- 

i. . 15 Deo.. i9 


(Signature of Consenting Person) 
( Relationship to Patient) 
(Signature of Witness) 

(Address) 

(’City" & State ). 


. “ .jnigis'ter'No* 


■^ard ’Ho < 
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llCH*OlXJCCO AT T>c flAtKMMi. At'CtnviS 

* * * * 131 

HfiUioi.odInc (I ) for treatment of thyroid ctmcer: 

Tlie expected beneficial results and the possible undesirable results 

/ 

(the latter including such a real possibility us sure throat and such 
speculative possibilities ss sterility and malignant ctmuges) of tills 
fora of treatment have been explained to me to my satisfaction. Also, 

I understand that this treatment i3 for the purpose of destroying all 
thyroid tissue, normal as well as diseased} ano, that a permanent need 
for replacement therapy in the fora of thyroid medication must bo 
expected if a normal metabolic stato is to be maintained. 

5. Hadiogold (Au*^) for intracavitary instillation in the treatment of effusions 
duo to malignancies: 

The expected beneficial results and the possible undesirable results 
(the latter including radiation sickness and depression of the blood- 
forming functions of the bone marrow) of this form of treatment bave 
been explained to me to my satisfaction. 

6. Any diagnostic study involving the use of rodiomaterial: 

The nature of the procedure to be performed and the meaning of the 
work "radioactive" bave been explained to me to my satisfaction. 


335 



nepnocucEOAt .uei.ves 


, niFujai&noii for patients receiving kadioicdine 


In order to study how your thyroid gland (goiter) is acting, 
ua uoed to givo you a small amount of rndloiodino. 

Radioiodino gives off radiations called beta rays and gamma, 
rays. These rays are like x-rays and too many of them are harmful 
but thousands of people are examined by means of x-rays every day 
with no harmful effects. To the bast of our knoulodge, the amount 
of radiation you will receive will do you no harm. 

Wc want you to understand tliat you are receiving small quan- i 

titles of radiation after you drink the solution of radioiodine 
and ask you to sign that you have read and understand this brief t 

Statement. 

DO HOT SIGN THIS IF XOU ARE PKEGNAIlT. 


Signature. 


Date 


l-iD 


tf} 
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wtpnooucco Af me luriauc mcuves 


/ ' 

INFOUMjlTIOH FOR PAXIEinS HaCEIVIKG lUDIO-ICJ&IMi 


la order to treat the disease of your thyroid gland, ue 
want to give you radio-iodine. Radio-iodine gives off beta 
and gossan, rays while in your body - mostly in the thyroid 
gland. Beta and gamma rays act on the body much liko x-rays. 
X-rays liava been used for treatment of certain thyroid diseases 
for many years. While the use of radio-iodine is still experi¬ 
mental, we believe it will be more satisfactory than x-rays. 

Wo want you to know that you are receiving radio-iodine 
when you drlnlc the solution given you and to show that you have 
read and understood this simple statement please sign below. 


Signature 







nEPftooucco a r tmq iwrKxwt apcuves 


Office Memorandum • united states government 

Chief, Medical Hons and Operations Division 

to t Chief, Legal Office date: 3 August 1955 

IH TUTUT 

mom : Chief, Medical Statistics Division 


subject: Permit for Radioisotope Therapy 


1. Reference is made to attached letter from Colonel Wells, Chief, Radio¬ 
logical Service, Lottorman Army Hospital, concerning tho desirability of obtaining 
an authorisation for radioisotope therapy from tho patient concerned;' to memorandum. 
Chief, Medical Plans and Operations Division to Chief, Logoi Office, 8 April 1955, 
subject ns above; and to memorandum, Chief Legal Offico to this division, 20 July 
1955, subject as above. 

2. It is tho opinion of this division that Standard Form 522, Clinical Record- 
Authorization for Administration of Anesthesia and' Performance of Operations and 
Other Procedures, is adequate for use i a those Instances when authorization for ad¬ 
ministration of radioisotope therapy is desire d. It Is suggested that signature by 

a pationt of an authorization fora union H3£a possible sldo effects or undesired 
rosults of such thornpy may not roliovo a hospital or physician of professional or 
legal responsibility. This division agrees with tho view expressed by Medical Plans 
and Operations Division that the development of a special authorization form for one | 
procedure may imply a requirement for such forms for other procedures, such as the 1 
administration of nitrogen mustard, of which issue and use is also controlled under \ 
SR 52-10-10. 


Incl n/o 





L. HAMILTON 



HEDED-HO 

MO. 2 ~ DATE* 5'August 1955 

Capt Hcibrook/fi281iO/mf 

TO* Chief, Legal Office 

Chief, Medical Statistics Division 
IN TORN 

FROM: Chief, Medical Plans and Operations Division 


This division concurs in the above-comments of the Medical Statistics 
Division. 


1 Incl 

n/c 

i 


„ (Q hso" 

/^THOMAS N. PAGE ^ 

I?*Colonel, H. C* 
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HUMAN STUDIES PROJECT TEAM 

June 2,1994 

' 

LOS ALAMOS NATIONAL LABORATORY 

HSPT-REL-94-566 



Barcode: 00131775 


Shipman, Thomas, L. 
Letter to Dr. Charles L. Dunham 
June 18, 1956 


This document has been released by the Los Alamos National 
Laboratory through, the Human Studies Project Team as part of the 
Laboratory’s participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are 
aware that some pages of these documents are not easy to read. In 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process necessary for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
further information contact the telephone number below. 


RELEASED DOCUMENT FOR FURTHER INFORMATION CALL 505-667-1948 
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AEPCSrrCKY -L A V- /J‘. 

ccaienew JJzJjj ?<? 

•OT Mo. - ■ j.-i _ 

WLoew £ <<- /L. J.-_ _... 


PUBLICLY RELEASABLE 


Am Ifl, 1956 


Eivision *f Biology sad Brrtlrlrw 
U. E. Ate*le tesrgy CatLsslcr. 
HstMnctou *5, X>. C. 


9mt Oaek: 


9wo questions htTi WMatly arisen — one of the* specific, the ether ftnersl — 
wherein n wed an opinion fro* 700 . fix first of these oocoem* tiring re p ro¬ 
ductions of the Loo AIswoo Monitors' Isadbooh, IA-IB 35 , tmnl eopias of which 
Should bo fl.ootlng a round yo u r Mviaion. this llttlo booklet has eertsinly 
Mo at the top of the best-seller list asong Loo Alt docosests wd the 
dasand shows ao siga of slackening. Vo rcncntly received 0 request for 100 
scales fro* tbs Aray Chrnlcal Csntsr at Tt. Bslvoir. I would (a*** that nw- 
w h ers between 1000 cad 1500 copies haws to far boon distributed outside of 
Lot Heaps. Vs art rilling to ecctinais r e producing cad. distributing this 
do ca sest far free unless so—me sloe would Ills to toko It enrar. Vo aoko ao 
apologies for the fact that this decadent was prepared for our own Zee Alxeo* 
wocitora; it nil to ho o xfci ’ su ely popular elsewhere la spite of the feet that 
vo did act hesitate to include case itese which eight ho regarded as slightly 
controversial. If X&i wishes to ssthoriso the reproduction aad sale of this 
doct»eat frm the CP0, we will bo quite will lag; otherwise, ve will scotioue 
to distribute it at least to a Halted degree seeaitl ally to tboee who request 
it. 

9hat wss the easy question sad refilret little core then a 'yae oar bo' osewer 
fren you. The next 00 e is rather tougher. Ve feel that the tiae has ease when 
it would be e rival/ helpful if XB( should rsstato its position an the setter 
of the expert—atel use of volunteer bases subjects. 9o tbs best of *y know¬ 
ledge, fciolds aede inch a state—ct'so— peers igs; I think thst this wes 
before Z joined the oaayeny sad Z don't believe that I over saw It in black 
sad white. People like la b or ato ry directors, how e v er , srv wimrw of it aad ere 
tskbowtaadehljr apprehensive when they leers or suspect thst eons of their 
workers era earring as poises pigs. 

I — bound to confess that ve ourselves have fra tine to thee lndalgwd in 
sage ri — e ta of this sort, cost notably when we sets studying the tort city end 
tori oology of tritis*. Parthe&sore, Z at ours that you as s naa with scientific 
training will agree that situations will arise when it b e coae s neoetesry to 
prove the validity of experiaante with haeu sdsinistratian. Por your 

consideration Z vould like to suggest thst you Liras sobs sort of stet—rnt to 


COPIED/OO^ FILE BRRCO 
IANL RC 
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, u 


the effect that 2BK too* set ifejoct te the otof-<ilTWtl— to boson «b>ct# 
«f trocar too— of aotorisls provided that a) the pr — dare Is ap pro— d by 
the —dor —dies! officer of the lsstitutioo; W) that the oobjacts art baoa 
fid* w&ar t — r a and folly infomod u to th* jrocadora in—1—d; sod e) that 
the pr ooo dc r o b* earrlod cot tmdar the saparriaioa of a raaporiaibla jfcjaieisa 
oho is lioonsail. to pswctiao la that locality. 

Is the oh—oa of — h a policy, oaeh top—1—eta rill W oacriot — sdb to— 
acyvoy —id f—eifcly nth laade^uto suporrisiae. Hjr hop* la for a r—oooahle 
pdley ohieh will pomLt people to do ouch wort m ia aacaaaary ood act hoop 
os oofftrine fro* sdsteho 0 and* in the distent post. Certainly jrocr state- 
ant need not targe people to do the— things bet sboold at least withdraw 
the SlTislQO < 8 diaapprv—1. 


fKj ala—rely jwt, 


EBCKAS 1. KOVAS, It. 
Soolth Divisxec loader 


OB/lea 



copir:/rioE 

LANL. 5 C 
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UNITED STATES 

ATOMIC ENERGY COMMISSION 
___ wAXHiNcrrt>N u, o. c. 

m Wr W TO 

ai»CLD July 5 , 1956 


Dr- Thomas H. Shipman 

Los Alamos Scientific Laboratory 

P. 0. Bcoc 1663 

Los Alamosi New Mexico 

Dear Tout ♦ 

This Is in response to your letter of June 18. Cfeestion 1 is 
answered easily. The Los Alamos Monitors 1 Handbook Is a little gen 
and when it is revised in the light of what would appear to be impending 
changes in the maximum permissible levels for external exposures 1 would 
hope that you could continue to make copies available as you have in the 
past. Although it might relieve you somewhat of the responsibility if 
it were published here under Division of Biology and Medicine auspices I 
een see two good reasons why this would not be desirable. One, it would 
require official endorsement by a number of Interested Divisions which 
night delay its reproduction, and two, being a Los Alamos document rather 
than a government document It would, as has been demonstrated in the^g ast, 
be much more acceptable and palatable. As to your second Question-/l 
fail to see any particular problem with respect to the a±ainistrataon of 
tracer doses of materials to human volunteers with four provisos; one, 
that these are true tracer doses and fall well belov by an order of 
magnitude or two sf "an amount which could result in something comparable 
to a continued maximum permissible body burden. The other three provisos 
are those you have suggested, namely, that the procedure be approved by a 
senior medical officer of the Institution, that the subjects are bona 
fide volunteers and fully informed as to the procedure involved; and 
that the procedure be carried out under the supervision of a responsible 
physician who is licensed to practice in that loca lity,. /.!, min* tne 
context within which Shields made very strong statements decrying 
experimental use of volunteer htnan subjects was one in which there was 
tremendous pressure being put on both the AEC and the CCD to permit 
large doses of whole body radiation exposure in human volunteers, that 
is, hundreds of r to determine the dose levels at which nausea and 
vomiting would occur, impairment of work capacity and gross hematological 
change. 





Sincerely yours. 




Charles L. Dunham, K. D. 
Director, Division of 
Biology and Medicine 


00131776 001 
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HUMAN STUDIES PROJECT TEAM 

June 2,1994 

LOS ALAMOS NATIONAL LABORATORY 

HSPT-REL-94.-568 


Barcode: 00131777 


Shipman, Thomas L., MD 
Memorandum to Distribution 
July 12, 1956 


This document has been released by the Los Alamos National 
Laboratory through the Human Studies Project Team as part of the 
Laboratory’s participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are, 
aware that some pages of these documents are not easy to read. Iff 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process necessary for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
At nher information contact the telephone number below. 


RELEASED DOCUMENT FOR FURTHER INFORMATION CALL 505-667-1948 
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fSM t X. Loader 


SO TOttES 


: 2 

%* - 1 


a suspsUod xcfie by Mr* mdbery, I mto te Her* Iterfcnt 
rwqasirfcins Area Mb a rtetaesst so to EEJ’c faclia®?’. abort I:-:. r5.iix«» 
iatsatiaa of tsseer doses of iaotepaas to huua welaBtaars. Sis- iolloslac 
la hin raply: 

"" fail to nee asy particular pebbles with respect tr v.rr- 
adafnistratlaa af tracer daces of xatcriels to hcaci 
volurtesiru vita four provisos: cec, tint thaw ere *x~iz 
■tracer dusee sod fall veil bclcv by an order of S3@£bu*: 
or ■feo an recast which cocld resalt in aswthfcg ecry:;n*lf 
to a ccotirned «»*<»»»» pcsaisaible body harden. 2U-. uLh-.r. 
three jKJjiBoo ore there yon hare tuaorsted, macZi\- -«ia£,’i 
the TTooodare be approv al by a cod or r-cdlcsl offic'-i* ci* tl s 
inst-Vtcrt'.cr., that the eubjacia esc booc fiie woSrut-i:*:* ?*:: 
fully iafoceel as to tLs proeedcre invclved; esl tb:b tar. 
procedures te car r i ed ert under the sapcrvSaim of c n-.ry-rr: '!'.--3c 
c physician vho is Ueencel to p r a ctice in that lodlr-lr-.” 

Eeacefcrfca, thepe vill be the guiding principle* and. tie 7 stiiss 

enter which. any such verk vill be earned art in Lop It =r Hr. to 

rawer* L these rcl.es for local application, the tfoUcuirg -<> .ic v - j-cgirl 

te adidaistrsticn of tracer doses is borbby established: 

1* S a e h aagerl naa t which aquirao the adsialstrrM*^: £«? *» cose:; 
to hvuen vdantoesn oust bars the written approval of tL;- lit:- di vision 
Leader or his Alternate. 



2. She reresut for such aj proTal suat contain a ate.tcnc.ii- r to the 
asxlsrs. daoe to be adsinistcraft, together with a stetcati- os i' itu; czxiii a 
paaiaaible dose for each sntcslnl. 

* • 

3- ill subject* will be been fide lulmtecrs vfcc cr-o in:: or sod 

as to the pr oo e d ara to be etniad out. 

She addnistratioa cf any each doses shall be c.\r:./j'‘ cot only 
tnrier the iasodiate and. direct acpcrriaioB cf a phyoicitr. to 

practice nedidcc la the State cf Saw Xudsc. 


Distribution: 

E-Div. ttroap Leaders 
E-L Section Leaders 
U. Z. ftnidbury 
Jane ftOX 
C. Zcnhsii, B8H 
rile 



tsx, 1 -:. ».* 

Beclth Pivialca L-ai:: 


FILE BARCODE 
00131777 
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}\lkth-DlH')5'^ 



Capcain tl. If. Ballistic 

:s, tsa 

laaassive liisrstary 
/jt red rarccc i. p iti c rri . cl . ;jrsi Gcsr-i 
* CCriK Of She Sur^ssn Ccnsrsi 
ISshirjtsn 13, 2. C. 

hear Sapssin Oabictts: 

. Finallyj I ails ts cca^iccs and sand to 

ym tits applisacicn for a rsstarsh esnsrsas so seedy ssrair 
m Yassins aodifisd for rsausnisassn in ssssrdr.nes wish 

s« by Or. dttydcr. 

I Jiaee lidd i* up siitss Or. Circle indicated 
disc I be fsatlisr with die ccs csrc .nc of cite Cffies of cite . 
Ct:—cert General re die use of Ittrssa fairness re. A. eorr of 
this ssassasns finally readied me only lass uesh. heedless 
So S=r, I Usto rsrtl is and beliare iitas our ness and future 
word have and will csaply wish Sits —*— asipulsssd. 


I ttnucrrssnd sins this modified applies sioti is 
ss be clrrslated so die mesas rs ad die Afc'sS so chas I ear 
• cs p sc c sa I tsar reasonably soon ss ca screen calm. 
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Supple—*n*»A »tatsra. J *-to suppc 
further strain - typmis Tjssins 
revised fervt *3 ef Jure gt, IPS 


L, 

•OVlieaeter for * r ■* imh 
aufetsttsC ta of 



This statsmeat is incensed is answer eereain qusscions regarding the 
ipplisalicn which vers raised by renters cf the Artec Forets Spideraclogical 
Board and transmceed to 2r. Fes: by 2r. John C. Snyder by pheae sa September 17, 
1SSS. 


L. Concerning cc—liens: with tha principles, polities 
Central concerning the tea ef xssar. vtl—-.teerr: 


end rules of the ourgeen 


a. Re She sections dealing with voluntary consent, i.e., nos. 1, 2, Z and 12, 
there is no problem insofar as eiriiias Tciuneeera art tonttmod. The prcalcm visit 
respect to prisoner volunteers stents simply iron tits fact that they art prisoners 
and is acre apparent titan real, i.e. their being prisoners may be sons trued by some 
to Unit their freed on of choice. In point of fact, at both Angela (ha.) and 
Parchrtan (rliss.) a clear condition for our work on site part of cite warden or 
superintendent is that the nan mast freely volunteer and, to insure that, we can 
offer tltesi no inducement, financial or premise of tire off, to obtain their 
consent. Ve do have permission to distribute cigarettes an occasion as a .eir.ar 
reward but never premised. livery reasonable effort is made to insure that eiw 
prospective rolustoers understand Che nature of the project and any risks or 
inconveniences related to their participation. This is done verbally in talking 

to stnall groups in which every opportunity for questions is given and, in lass 
detail, in writing by incorporating a statement of the objectives and risk 
involved in the release forms. All volunteers are required to sign such forms 
in tile presence of at.least 2 witnesses, signing after each paragraph to indicate 
their having read and understood the paragraph and, finally, to indicate their 
free consent. Further, sate in the study, the volunteer is free tc drop out 
at any stage; in fast, not a few have dene so in she pass. 

b. Concerning justification of the experiments conducted, i.e, section nos. 

A -3 and IS, the Uoard kiss form its own opinion but the principal investigator 
believes that the risk with strain 2 vaccine is now known to be negligible, that 
the further work necessary can be done only in sen, that previous aniaal 
experimentation provides a reasonable basis for the work, and that the proposed 

' voric inherently involves little octasion for physical and rental suffering or 
—.injury. The most consequential aspect is the Batter of challenge with virulent 
typhus ricks ctsiae which is essential to establishing the effectiveness of the 
vaccine and which necessarily involves the use of aon.-in=ua= volunteers as coctxulsw 
Tbs possible nature of the resulting disease is fully erplainsd so the sen who 

oust re-volunteer it this stags. Adequate therapy, of eourse, is available end 
instituted as. soon as the fact of disease is reasonably evident, i.e. after 
43 hours of fever. 

c. Recital!" speaking, relating to sections 10 and 11, the past and current 
health status including known allergies is considered before final entrance of 
the volunteer into the study and adrenalin is always at hand to eopt with 
unexpected shack reactions to inoculation (not so far encountered in tills work). 

AC both Angola and Parchman very adequate hospital facilities exist and both 
prisons have had one (rwo at Parthman) physician in residence. However, at 
Angola from last January until now chert uas been no full tire physician in Stitt 
of strenuous and continuing efforts to employ one. Personnel of the ’kosditj.'l. 
corpsiaan" type art there, a Bates Sougt physician has visited regular !7 Z tints a 
veelt and was on constant call (he could be there within 1-2 hours), and vc 
likewise have been and are on. call with a 3—* hr. travel dec involved. Currently, 
it is reported that a full-time resident physician has jest been employed again 
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bite sit *ur-”® v «“ •!>: joO uuic b. boro. in nlad. VoAuncra veo her. V*«a 

.,, -t i us-ill" bare Seen retained in the hospital Jar a ;A—lay p.rioC Irs= 

Sli— of ajiillsa^a ts portiat cias.r supervision; la a fo« cases as ?ushnan (no 
have yes been dsns as Angola) e«n as enter own re—je;: hare been 
"* bus vis:*. 4 


pextiscsd :: rtaaan m sj 


trsnsfer :: tit hospital as firs: sign of fever. Ac ?i.-sxran es® 


r«—alar re rise c; temperature taxing mu 

prenon 


physicians eared fer tno run who beesre ill sr the basis of previaus detailed 
instructions and f request puece consultations 'as as ::ew Orleans. Unless a 
pliysasi^a as avails can as A—ijcaaf a pnyticaan •re— ••“ 5 *sup ae stationed 

tiers during ms sntltipacsd period of illr.ess resulting snaUcnge. 


d- Osier sections sec specifically sauohrd upon are nos. 13 and I.. Qlmeusiy, 
section 13 will be fully ssapiied wxsli; vaesixatien inoeulscisns and/or challenge 


inocuia wi 


nos 


be siren so anyone who spy have reacted adversely to a previous 


inaeulits or witosa current sties of health stay tsnen-inditass it. bails it is 
hard to visualise any possible reason eesrgins is tire lists of our present kssviocge, 
uo also are prepared so halt the jeneral prejrae if indicated* Sectian It, re _ : 
prist ran of war, is not applicable. 


2 * Dsquest fsr an airanea proceed of a proposed tKperisents Is as felt shat tie: 
plan of worh is reasonably outlined on p. a of the revised application. However, ee 
illustrate this point ferthar, tJ« plans for our nest visit to Angela. are indicated 
briefly below, litre dans for ixicccivicy and bactaridegic safety tests for a 
new vwvlT lee of vaccine lave just been Peopleced. Ue plan new ss derate this 
lac in volunteers usin' S ts a wen pur half-log dilution over a S dilution range 
vliich ue expect will bracket die infccsiYicy end-point in tie as deterained by 
serologic response* This experiment has been dons twice before and will be repeated' 
a number of sines in the future using different lots of vaccine or She saru lot 
after periods of storage in order ts define tart certainly the relation between 
vaccine infeccivity as ceasured in eggs before and after lyephiiicatioa and 
Insunicing potency in nan. An added abjective is to verify our assumption that 
da delayed type of reactions can be controlled by appropriate antibiotic therapy. 

For rh-i-r reason the occurrence of such, reactions veil be sought and, using 
t sn p c racure of ICQ 4 F. as an objective criterion, alternate instances of reaction 
will be treated or given a placebo. Because of du law incidence of such reactions 
this procedure will be part of each individual experiment, thus persisting slow 
cixstlatsen of pertinent data. Xca known to lure baeosc irr- . -g du r i n g these edtetdann 
expcrixcr.es will provide a pool frtn w hich candidates for future challenge 
experiments or effects to induce reertdescsac infectiat will be re cruised. 

3. Concerting the need for the funds requested asd the relation of the repressed 
AFE2 support so support for similar vatic by the USFKSj Apparently this question 
arises in part fr=e the final sencence on p. i of she revised request which reads 
"The foregoing work is being initiated with current USPHS support but will cc—inly 
extend well beyond the tee of tar— 1 stating of the present granc.1 When that 
sentence vas written, current scant June, 1933, asd the tics of termination sxmt 
August 11, 135S. Since then, a pending US?!5 grant has bean finally approved and 
paid, ostensibly ts support the sane work proposed under the AFSB request plus 
tlx Peruvian work originally proposed but sixes deleted frea tit AFSB request. As 
explained in a lector dated August A, 1916, ts Dr. Snyder and intended fsr any 
necessary sirstlatioa, the intention was to accept the AF23 coocracs if approved 
and to discuss with 3r. Karel the possibility of using a portion of the US?l!S 
funds to terminate the Peruvian work. Preference far the AFTJ congrats derived 
chiefly froa the fact that die budget requested had beta prepared considtrslily 

•later than that requested of 0 X 0 US?I1S (after considerable re—chinking of tha 
progras) and provided for somewhac soro technical help and supplies. Is also 
provided for cat «atare salary of Dr. Jordan, who spends her full tamo on the 
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eppUun work, « point of soo« irporranee since funds for tft* a*J»r pot-tioa of r*r 
salary., now denud frca tit* rather »*ajj»r D*p*rert*ar«i bud(*e r would bicoa 
arailacle to help ohnin sere badly needed teechicj assistance. 

4. Concerning Che effeetiTe dace of Che contract: Sepeeabsr 1, 2356, -Jan st 
nr-----11 y is the expectation thee the contract would replace essentially the USPI1S 
Crane which cesrsiuaced ca la^unc 21. That date harisc already passed, January 
' l f las", in sneers red as a eotrrcnient new dace ea allow ties for asy furrier 
praeessinc of chan retjueac and ca arrange r nr the disposition of the unexpended * 
pare of tb: current av CS7KS crass. j 





CC?f±SCi- ^15^ 

fLECfPS-O GfctfO ?*-*•* 
SwTeh''*H 



tend 


t 


3aM 

• V 


Q»qw wq t*» **t iTLJUJwai 


348 



s 


MWWrroKv - / J- « 

eomgnew -T^ « ■* 

wm** Ik.- J-v 

A p/ J--„ 


PUBUaY RELEASABLE 

.f< - 


Ifl, 1956 


tF> CSjiflM 1* teBfae* 

Slvlslaa ef gl olD cr send V a dl rln* 
C. E. Atasiv fctrcr Cf { . Mi as. 
WMMnctoa 15 * 2 . C. 


Two (utftlau hay rasaatly die — ane of then specific, the ether vmarel — 
wh ere in vt «Md an cplnino. fraa you. Cm first of tew ooneaeras —king repro¬ 
ductions of the Los Alaaos Monitors' fcadboot, Uk.-l635r tranl aopiaa of which 
Should be floating ar ocad. jvjjt XdTision. Sals Hfctls booklet has eartaialy 
been at the top of the bait ssllrr lirt ami la« ilwin d o cu s at e and the 
daaend chows »o tigi of slackening. V* raoanlly received a request far 103 
sepias frai tbs Ai*y Ownics! Caster at ft. telvoir. Z would ptu that aose- 
vbere Wbrats 1000 and. 1500 espies bay eo far been firarihatad oetside of 
lo< iiaSrii, Vs art willing to riantlais r s prrst.irin g and distnbating this 
doewsxt for free unless ■ Moans else vocld libs to taka It afar. Vs asks so 
apologies tear the fart that this dormant was p rep ar ed far aor awn los Alaaos 
Monitors; it Seans to ba e ac t raacl y pepolsr alssabstre In spite of the fart that 
y did not hesitate to inrlMr ease itass wfaieh wlgf.t be rwgsrdad as slightly 
aentrevarnisi. If X2H wishes to authorise the repratectloo and sele of this 
docMoat fraa the 0PC, w will be fsite vUliagi otherwise, we will eeotisue 
to dlstrlbotc it at least to a Halted degree easertVaMy to these who requeet 
it. 


Shat was the easy yirftim and replies little ■o r e then a 'fee oar no* answer 
froa yen. Sa next one is rather toegbar. Ve feel that the tins has ease when 
it vocld be ■ i-1 eaV helpful if IBM shodd restate its position on the setter 
Of the e xp e r Uecrtal one of wolsataer h a a subjects. To the best of ay know¬ 
ledge, fcieldi Bade snob a rtataoant scat years a(p; I think that this was 
before I Joined the ooapasy and X don't balirrc that I erar saw it is hi ark 
end white. People Ilka laboratory 'directors, however, are sears of It and are 
wndarrtandehly apprehensive ebas they leers er soepeet that eons of their 
workers are earring as *dnaa pigs. 

Z as bocad to eenfess that « eervtilwi hay fraa * 4 r~ to tine Intel g-* la 
wrperinmts of this sect. Boat notably wbas y sere studying the toxicity ssd 
±rm nrii ng of tritlaa. Teriharaare, I an sore that you as a ana with sc i e n ti f ic 
training will agree that .sltoatlcns YlH arise when it b s cuc s areassary to 
pr ov e the validity of eccpariaasts wltt. hr—r artel irt rtratiap. for poor 

consideration I scold like to suggest that yen issue ease sort of fts tien t to 
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IB, 1556 


Sr. Qm«. X~ 
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the ef fo rt that SDK 6oa» wot abject to the eAdaiatretiai te bon tofejecte 
•«f tracer faw i «f Materials prarided that a) the procedure 1* a ppe ared by 
the senior —fflfwl eSSIeer of the lastitoticc; V] that the •object* are boo* 
Sid* ea toteen aod Sally laSwed a* to the jrooednrs iseolred; and e) that 
the pcoaednre be carried oct tiartrr the eeperrtsiaa of a responsible physician 
•bo la ll o en ea d to peactiee la that locality 

& the ati—ini a t sash a policy, each aaperlaMzta *111 be aaaiaf. aa abb rcet 
■Ci'vay jweeibjy *ith lmdc^cete K^crrldoc. Hr bop* la far a reeaaoehle 
policy ttieh will permit people to 4b anecb *cat m la aemteary aod not keep 
ss aoTferlaG tra mistakes ni* in the dlrtert peart. Oertalaly yogr state¬ 
ment a*ed not urj,e pee^le to 4o thee* thing* bet ahcnlrt at least vlthdrav 
the StrlslcB’s diaspjoenai. 


fmey sincerely jo un , 


cnw i. rims, x. s., 

lealth W/rtsuon tmeder 
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THE MEDICAL USE OF RADIOISOTOPES 


RECOMMENDATIONS AND REQUIREMENTS BY THE ATOMIC ENERGY COMMISSION 


I. INTRODUCTION 

The present procedures of the Atomic Energy Commission for the allocation 
of radioisotopes for medical research, diagnosis and therapy are set forth 
in this announcement. The recommendations for minimum clinical radio¬ 
isotope training and experience for use of radioisotopes in human subjects 
hare been established in advisement with the Subcommittee on Hunan Appli¬ 
cations of the Atonic Energy Commission»s General Advisory Committee on 
Isotope Distribution. 


These recommendations are designed to provide guidelines for pnysi-' 
cians and typify 'the nature rather than the precise extent of .the 
desirable clinical radioisotope experience. For special situations, 
other experience may serve in lieu of the particular recommendations 
set forth in this announcement. 

H. ADMINISTRATIVE PROCEDURE F O R'RADIOISOTOPE PROCUREMENT 
A. Application .' 

A medical institution' or a physician in an individual medical 
practice desiring to obtain radioisotopes, forwards to the Isotopes 
Extension*, Form AEC-313, "Application for 'Byproduct Material 
■Licenses,* 1 and-Supplement A, (Form AEC-313-a). If-the- radioisotopes 
are to be obtained as sealed sources (such as Cobalt-60 for 
teletherapy units or Strontium 90 for medical eye applicator) the 
applicant should complete the basic form (Form AEC-313) and- 
Supplement B (Form AEC-313-b). These forms should be completed in 
accordance with the instructions attached thereto. Applications 
for use of radioisotopes in human subjects in an INSTITUTIONAL 
MEDICAL PROGRAM should be supported by the special information 
described under Section HI, Page ii. Section IF, Page 6 and 
Section. V, Page 8 of this announcement for such use by a physician 
in his INDIVIDUAL MEDICAL PRACTICE the application should be sup¬ 
ported by the special information described under Section HI, 

Page k 9 Section VI, Page 1$ and Section VII, Page 18. 

In considering such applications, the Atomic Energy Commission is 
concerned primarily with matters of radiological health‘safety. 

Toward this end the Commission seeks to determine if the applicant 
has equipment and facilities appropriate to the proposed use and 
whether the physician is trained in basic'principles of radio¬ 
activity and has specific experience in the use of radioisotopes 
in the clinical situations being proposed. The information is 
indicated by the applicant on his application form and the supplementary 
sheets attached thereto. 

/ 

* Allocations Branch, Isotopes Extension, Division of Civilian Application 
U. S. Atomic Energy Commission, P. C. Box E, Oak Ridge, Tennessee. 
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B» License 

Upon favorable review- of the application (See NOTE below). 
Form AEC-37U, "Byproduct Material License," is issued. • 

This license permits the holder to procure radioisotopes -in ' 
accordance with the conditions stated on the application 
and license forms and in Title 10 of the Code of Federal 
_ Regulations. * 

NOTSr The Isotopes -Extension normally reviews applications 
proposing new or nonroutine medical uses of radio- 
. isotopes in collaboration with the Advisory Sub¬ 
committee on Human Applications. This review 
usually requires four weeks for completioni 

,C. Types of Clinical Radioisotope Frbgrams 

The recommendations and requirenents established by the 
Atonic Energy Commission for the clinical use of radio¬ 
isotopes are designed to provide for two types of medical 
radioisotope programs. These are defined as follows* - * 

• 1. Institutional Medical Radioisotope Program 

Clinical radioisotope programs established "by a medical 
institution and carried out under the guidance of a 
medical isotopes committee (See recommendations for 
membership and duties of a’medical isotopes'committee 
in Section IV, A. Page 6) are designated as "Institu- 
. tional use". -Licenses for institutional use require 
. that the physician(s) named on the license form 
supervise the conduct of the program with the guidance' 
of the medical isotopes committee. The use of the 
radioisotope(s) shall be by, or in the presence of or 
under the supervision of, the physician(s) indicated 
on the license'and confined to the location and the 
purposes indicated thereon. 
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Physicians other than these named on the license 
form nay participate in the medical radioisotopes 
program with the general supervision of the named 
physicians and upon approval by the medical isotopes 
committee* Institutional type programs provide a 
vehicle whereby physicians other than those named 
on an AEC license may have an opportunity to gain, 
radioisotope' experience commensurate with the • 
recommendations in this announcement* Such 
.experience may assist these physicians in 'initinting 
a medical program at other institutions or in their 
individual practice. 

Individual physicians within an institutional medi¬ 
cal program operated under the guidance‘of a medical_ 
isotopes committee are discouraged from initiating 
• separate• applications -for use of radioisotopes in" 
specific clinical programs where the institution 
already holds a license (Form ASC-37U) for.such . • . 
use. It is recommended that.one or more physicians 
experienced in the use of a radioisotope for', a 
particular clinical situation ..be designated by the' 
medical isotopes committee as the' nominally responsible 
physician(s) on the .application for radioisotopes. 
Subject to the approval of the.medical isotopes 
. -committee other staff physicians may administer radio¬ 
isotopes .to ‘patients in consultation with or under 
the supervision of the physician(s) designated on the 
license form as mentioned in' NOTE 1 above. 

2. Individual practice Kodjcal Program 

Kedicsl radioisotope programs which are to be conducted by 
a physician in his individual practice without the 
guidance of a medical isotopes committee are designated as 
"individual practice use". These programs are limited-to • 
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veli-established medical uses of radioisotopes. ,licenses 
for the use of radioisotopes in individual practice-'~ x ' : 
require that the physician(s) so licensed personally 
carry out the program. Such use shall be confined to 
the location, dosage and purposes indicated on the license 
form. 

£• Supporting Information to Accompany Application 

1. Applications for "institutional use*-* should provide the 

supporting information described, in Sections XU , IV and 7 
of this announcement. • 

2. Applications for "individual practice use" should provide 

the supporting information described in Sections HI , -VI and VU . 

Ili. GSSERAL RgQmggNTS FOR MEDICAL PS3 0? RADIOISOTOPES 
A. Preceptor Statement 

A standard preceptor form has been prepared by the Isotopes 
Extension as a convenient means of furnishing 'information 
concerning the physician’s basic radioisotope training and 
clinical experience in the use of radioisotopes. The physi¬ 
cian should have his medical preceptor in the clinical 
radioisotope work proposed forward a completed "Preceptor 
Statement” to the Isotopes Extension with his initial appli¬ 
cations. When a physician wishes to extend his program to 
include ’other clinical situations a new preceptor form normally 
should - be submitted if information concerning his experience 
in these medical uses has not previously been provided. 

E. Dosage Schedule 

Every application shall include the’ proposed dosage range for 
each of the diseases cr conditions to be followed. When the 

isotope is proposed for both diagnosis and therapy, the dosage 
' range for each is to be stated separately. The approximate dosage 
(in millicuries or microcuries) per single administration is 
to be indicated as well as the number and frequency of such 
doses. 
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Applications proposing such experimental or nonroutine uses of 
radioisotopes in human subjects should be supported by a 
statement detailing the rationale for the dosage proposed 
and other data as set forth under Section 7.3.* Page lli. 

C* Prerequisites for Use 

1. The individual to use radioisotopes in human subjects ! 
shall be a physician licensed to dispense drugs in the | 

.practice of medicine by a state or territory of the 
United States, the District of Columbia or the 
Commonwealth c£ Puerto Rico. 

2. Normally the proposal to use radioisotopes in human 

subjects should be appropriate to the scope of the 
physician’s medical experience, specialty and/or board 
•certification. . • 

3. The physician should have personal experience gained 
through" "basic radioisotope training" and "active 
participation" as defined in Part (a) and (b) below. 

The active participation shall be obtained by 
collaborating in a program using radioisotopes in 
clinical situations comparable to those proposed in 
the application. The training and experience should 
be in accordance with the recommendations cited under 
Sections V* or VII, "Recommendations for MINIMUM 
Clinical Radioisotope Experience for use of Radioisotopes." 

a. Basic radioisotope training* shall provide the 
physician a worxing knowledge of 


1. Principles and practices of radiological 
. health safety. 

2. Radioactivity measurement standardization 
and monitoring techniques and instruments. 

3* Mathematics 'and calculations basic to the use 
and measurement of radioactivity. 

1*. Biological effects of radiation. 

5. • Actual use of radioisotopes in the types and 

quantities for which application is being made, 
or equivalent experience. 


Satisfactory completion of the Oak Ridge Institute of Nuclear Studies 
"Basic Course in Techniques Using Radioisotopes" or its equivalent will 
serve as evidence of compliance with requiraments in basic training. 
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B. Active Participation Consists of 3 

1. Evaluation of the suitability of the patient for radioisotope 
diagnosis and/or- treatme r.t by taking patient histories and 
performing medical examinations and/or study of case histories, 

2* Collaboration in diagnosis and/or treatment and dosages prescribed, 

3» Measurement' of doses and their administration, 

• li. Related measurements and plotting of data, 

So Active period of training and experience of sufficient duration 

to permit the following of specific patients through treatment 
and post-treatment periods, including reevaluation as to 
effectiveness and complications, 

6 , Study of case histories (without seeing patients), 

7, Study of case histories (observed patients), 

8 , Observation and discussion of diagnostic and/or therapeutic 
techniques, as well as management of-patients during follow¬ 
up periods, 

NOTEg. Details of the physicians active participation 
should be indicated by his medical preceptor 
on the standard preceptor form discussed in 
Section m A, page h • 

17. " SPECIAL P-2QUTREHENTS FOR INSTITUTIONAL MEDICAL PROGRAM 

(See also General Requirements 'cited under Section III , above) 

_ A, „ Medical Isotopes Committee 

The applicant institution shall' appoint a medical isotopes 

• committee to evaluate all proposals for research, diagnostic 
and therapeutic use of radioisotopes within the institution. 

The ini tiki, application from an institution should include the 
names, specialties, ar.d pertinent radioisotope experience, if 
any, of the members of the medical isotopes committee. The 
functions of the committee, as well as the administrative pro¬ 
cedures by which it carries out these functions, should also 
be defined. In subsequent applications any changes in the 
membership of the committee should be described. 
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NOTE; Where the use of radioisotopes in a medical insti¬ 
tution is to be limited to sealed radiation sources 
for well established intracavitary, interstitial or 
external therapeutic procedures, a medical isotopes 
committee is not necessary. See Section VTH , Page 23. 

1* Formation of a Medical Isotopes Committee 

y/ 

The Medical Isotope Committee shall include at least 
_ three members. Membership should include physicians, . 
expert in internal medicine (or hematology), pathology, , 
or therapeutic radiology and a person experienced in 
assay of radioisotopes and protection against ionising 
radiations. It is often appropriate that a qualified 
physicist be available to the Committee, at least, in a 
consulting capacity. 

It is recognized that the compos5.tion of lo cal isoto pes' 
.co mmitte es'may vary from institution to institution 
depending upon the individual interests of a particular 
medical facility. 

2. Duties of the Medical Isotopes Committee 


Generally, the Committee should have the following 

responsibilities: 

a. Review and grant permission for, or- disapprove, 
the use of radioisotopes within the institution 
from .the -standpoint of radiological health 
safety and other factors which the Ccomi-fctee 
may wish to establish for medical use of these 
materials. 

b. prescribe special conditions which may be- necessary, 
such as physical examinations, additional training, 
designation of.limited area or location of use, 
.disposal methods, etc. . • 

c. Review records and receive reports from the radio¬ 
logical safety officer or other individual 
responsible for health-safety practices. 
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d. Recommend remedial action when a person fails 
to observe safety recommendations and rules* 

e. Keep a record of actions taken by the Committee.. 
3* Radioactive pharmaceuticals 


Radionaterials distributed by Atomic Energy Commission-owned 
laboratories are not necessarily of pharmaceutical quality 
and are not warranted -as to identity, quality or quantity. 

An applicant desiring to procure radionaterials for human 
use, therefore, must either purchase them.preassayed and of 
pharmaceutical quality from commercial concerns or process • 
them himself should he choose to receive these materials 
fran Commission laboratories. Where the latter option is 
chosen, the applicant should include with his application 
the following information: *. , 

His experience in standardisation and measurement 
techniques. . 

* . • 

The procedures to be employed for identifying, and 
assaying the radianaterial and carrying out such other 
testing and processing (sterilisation, pyrogen .tests, 
etc.) as may be appropriate. 

The instruments and equipment available for this purpose. 

• * * * 

NOTES When purchasing radionaterials- from an AEC 

distributor (e.g. Oak Ridge National Laboratory), 
all non-federal applicants must use a special 
"Isotope and Service Irradiation Order Form" 

(Form AEC-391) and federal agencies must use an 
"Isotope Order Blank" (Form AEC-373). Copies of 
these farms are available from the AEC distributors' 
and Isotopes Extension. These forms are not 
intended for use when- ordering materials from other 
than AEC distributors. 

Vi RECOMMENDATIONS FOR MINIMUM CLINICAL RADIOISOTOPE EXPERIENCE FOR 
INSTITUTIONAL USE (m addition to the requirements discussed in 
Section III C., page 5, the physician should have clinical radio¬ 
isotope experience commensurate with the following reccmmendation(s) 
applicable to the use(s) proposed on his application. 

A. Iodine 131 

1. Diagnosis of Thyroid Function 

The physician should work for at least 30 hours .in a medical 
program -where Iodine 13-1 for diagnosis of thyroid function 
„ „ . _ . and treatment of thyroid disease is being used. 

2002b04 — 
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During the 30-hour period of time the physician should 
actively participate in such diagnostic studies in at 
least 10 patients. 


NOTE; The- Iodine 131 unless otherwise exempted, 

shall be procured in precisely calibrated forn. 


2. Determination of Blood Volume and Plasma Volume 

The physician should work for at least 30 hours in 
a medical program where Iodine 131 for blood 
determinations is being used. 

During the 30-hour period of -time the physician should 

actively participate in 10 such blood determinations. 

♦ * 

-*„*.*• 

Physicians already using Iodine 131 in diagnosis of 
thyroid function can qualify after active participation 
in 3 such blood determinations. ■ 


MOTE; The Iodine 131 unless otherwise exempted shall . 

be 'procured in a -sterilized, precisely calibrated 
form. 


3* Diagnosis of other Clinical Conditions 

The use of Iodine 131 for the localization of brain 
tumors, hepatic malignancies, etc., represents 
specialized applications requiring considerable 
refinement in techniques and specialized instrumentation. 
The use of radioiodine for these purposes is normally 
limited to physicians already having substantial 
experience in both diagnostic and therapeutic use of 
radioisotopes as’ well as specific experience in the 
modality being proposed. 
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Applications proposing such use of radioisotopes 'should': 

be supported with- information describing the clinical 1 _ 

procedures to be followed and the instrumentation 1 to ■ • * 
be used, 

lu Treatment of Hyperthyroidism and/or Cardiac'Dysfunction 

The physician should actively participate in the use of, 
Iodine 131 for the treatment of hyperthyroidism and/or 
cardiac 1 dysfunction in a minimum of 10 patients 0 

5. Treatment of Thyroid Cancer . 

The physician should have (l) experience as set forth 
in u 'above and (2) active participation in the use of 
Iodine 131 for the treatment of thyroid cancer in a 
minimum of 3 patients, 

B, Phosphorus 32 

1, Diagnosis 

The use of Phosphorus 32 for localization of brain 
tumors, eye tumors, etc,," represents specialized ' 
applications’ of radioisotopes requiring considerable 
refinement in techniques and specialized types : of 
instrumentation. The use of radiophosphorus for these, 
purposes is normally limited to physicians already . 
having substantial experience in both diagnostic- and' 1 •' 
therapeutic use of radioisotopes, as well as specific 
experience in the modalities being-proposed. ' ! 

♦ . • •• 

■ Applications proposing such use of radioisotopes 1 
should' be supported with information describing the 
clinical procedures to be followed and the instrumentation 
to be used. - ' ' • 

2. Treatment of Leukemia, polycythemia and 'Allied Blood 

Dyscrasias - " ■ : 

a. The physician should be expert in therapeutic 
radiology, internal medicine (or hematology) or 
pathology. Board certification will serve as 

evidence of qualifications. 
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ls. Physicians who are not qualified as indicated 
above should actively participate in the use 
of phosphorus 32 for the treatment of leukemia, 
polycythemia vera and/or other blood dyscrasias 
in a minimum of 5 patients. 

. 3* ' Phosphorus 3? - Chromic Phosphate 


a. Intracavity Use in the Palliation of Carcinomatous 
Patients 

(1) The physician should actively participate in 
. the use of Phosphorus 32-labeled chromic 

phosphate in the treatment of a minimum of 

5 carcinomatous patients. 

(2) Experience in the intracavity use of colloidal 
Gold 1?8 will serve in lieu of the recomraenda- 

.. tions set forth in (1) above. 

HOTS: Applications proposing the intracavity use 
of phosphorus 32-labeled chronic phosphate 
should be accompanied by a properly annotated 
drawing of the infusion apparatus to be used or 
a literature reference to such apparatus* 

b. Interstitial Use in the Treatment of Prostatic and/or 
Cervical Cancer • • 

(1) The interstitial use of phosphorus 32-labeled 
‘ chromic phosphate for treatment of prostatic 

and/or cervical cancer entails a specialized 
procedure« Such therapy, therefore,'should usually 
be carried out by a team which includes a sturgeon of 
appropriate specialty and a therapeutic radiologist 
both of whan are experienced in this modaliiy. 

The surgeon should actively participate in the 
treatment of 6 to 8 patients ana the therapeutic 
radiologist in the planning for and handling of 
1 to 2 patients. 

(2) Experience in the interstitial use of colloidal 
Gold 198 for prostatic and/or cervical cancer 
will serve in lieu of the recommendation set 
forth in (1) above. 
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NOTE Is The use of phorphorus 32-labeled chronic 
phosphate intarstitially in the treatment 
of prostatic cancer and/or cervical.cancer 
is not considered to be routines Therefore s 
applications proposing this therapy should be 
’ submitted as an investigative program which 
outlines in detail the study conditions 'to 
be evaluateds 

NOTE 2s Applications proposing the interstitial use 
of phosphorus 32-labeled chromic phosphate 
should be accompanied-by a properly annotated 
drawing of the injection apparatus or a 
literature reference to such apparatus 0 

C. Gold 198 Colloid 

Is Intracavity Use for Palliation of Carcinomatous Patients 

a. Physicians who have personal experience in 
the actual handling of equivalent amounts of 

• other gamma emitting radioisotopes, e.g., Iodine 131 
for the treatment of thyroid carcinoma, should 
actively participate in the treatment of a minimum 
of 2 to 3 carcinomatous patients. 

b. Physicians without personal experience;in the actual 
handling of. equivalent amounts of other gamma emitters 
should actively participate ‘ in the use of Gold 198 
colloid in the treatment of a minimum of $ carcinomatous 
patients. 

NOTE la Applications proposing the intracavity use of 
Gold 198 colloid should be accompanied by a 
properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such apparatus. 

NOTE 2s Because of the magnitude of the dose of 

Gold 198 colloid used for palliation of carcino¬ 
matous patients and the accompanying gamma ray 
flux, the application should be accompanied by a 
detailed discussion of the special instructions 
to be given hospital personnel concerning the care 
and handling of such patients and the special 
radiological health safety procedures to be 
followedo 
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NOTE 32 The application should state whether 

the Gold 198 colloid will be obtained f 1*031 
the supplier in individually -prepared doses 
or whether patient doses will be prepared by 
the physician' from stock solution- If the 
latter is the case specific details should be 
presented concerning assay and safe handling 
procedures. 

2. Interstitial Use for Treatment of Prostatic and/or Cervical 
Cancer 

The interstitial use of Gold 198 colloid for treat¬ 
ment of prostatic and/or'cervical cancer entails a 
specialized procedure. Therefore, such therapy should usually 
be carried out by a team which includes a surgeon of'appropriate 
specialty and a‘therapeutic radiologist both' of whom are 
experienced in this, modality. The surgeon should actively 
participate , in the treatment of 6 to 8 patients and the 
therapeutic radiologist in the planning for and handling 
of 1 to 2 patients. 

NOTE 1: Applications proposing the interstitial use 

of Gold 198 colloid should be accompanied by a. 
properly annotated drawing cf the injection 
apparatus to be used or’ a literature reference to such ' 
apparatus. 

NOTE 2 1 Because of the magnitude of the dose of Gold 198 
colloid used for interstitial therapy of cancer 
patients and the accompanying gamma flux the 
application should be accompanied by a detailed 
discussion of the special instructions to be given 
hospital personnel concerning the care and handling 
of such patients and the special radiological.health 
safety procedures to be followed. ‘ •' ' 

NOTE 3: The application should state whether the Gold 198 
colloid will be obtained from the supplier in 
individually’prepared doses or whether patient 
doses will be prepared by the physician from a stock 
solution. If the latter is the case specific details, 
should be presented concerning assay and safe handling 
procedures. 

D» Chromium 51 

Determination of Blood volume, plasma Volume and Erythrocyte Survival 

1. The physician should work for at least 30 hours in a 

medical program where Chromium fjl for blood determinations 
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ls being used. 

During the 30 hour period of time the physician should 
actively participate in 10 such blocd determinations. 

NOTE? The Chromium 51, unless otherwise exempted, 
shall be procured in a sterilized, precisely 
calibrated form, 

2. Physicians trained in the use of other radioisotopes 
for diagnostic and therapeutic purposes can qualify 
after active participation in 3 such blood determinations. 

E. Experimental or Nonroutine Use of Radioisotopes in Human Subjects 


The experimental use of radioisotopes in human subjects, whether 
for research, diagnostic or therapeutic purposes shall be 
limited to physicians with broad radioisotope experience and to 
institutional type programs. 

Applications proposing the experimental use of radioisotopes in 
human subjects should be supported with a detailed proposal out¬ 
lining the study conditions to be evaluated. Preferably this 
type of program should be preceded by studies in animals which 
have established the assimilation, distribution, selective locali¬ 
zation and excretion of the radioisotope in question (or its 
derivatives) sufficiently well to permit extrapolation, to man for 
dosage purposes. These animal data should be-included as part of 
the application. 

In the absence of animal data the proposal should include detailed 
remarks concerning the rationale for the dose to be used. 


Ordinarily, radioisotopes with half-lives greater than 30 days will 
not be available for internal use in human subjects unless prior 
studies on animals have established the metabolic properties noted 
above,_ llt is recognized, however, that special circumstances may 
"afose which indicate the desirability or necessity for the use of 
long-lived radioisotopes in human subjects where prior animal data 
are not available. Consideration of such proposals shall be 
limited to patients suffering from diseased conditions of such a 
nature (life expectancy of one year or less) that there is no 
reasonable probability of the radioactivity employed producing 
manifest injury. 


NOTE 1: To assist the Atomic Energy Commission and its Subcommittee 
on Human Applications in considering like proposals from 
other groups, it is requested that data obtained in the 
experimental or nonroutine use of radioisotopes be forwarded 
to the Isotopes Extension. 


0 


00215 


0 


367 



- 15 - 


NOTE 2s Use of radioisotopes in normal subjects for experimental 

purposes shall be limited toj 

a. Tracer doses which do not exceed the permissible 
total body* burden for the radioisotope in question* 
In all instances the dose should be kept as low as 
possible. 

b* Volunteers to whom the intent of the study and 
the effects of radiation have been outlined. 

c. Volunteers who are unlikely to be exposed to 
significant additional amounts of radiation. 

NORMALLY EXCLUDES: 

.(1) Infants and pregnant women. 

(2)’ Use of the same volunteers for a long series of 
studies; 

VI. SPECIAL REQUIREMENTS FOR THE INDIVIDUAL HUCTICE MEDICAL PROGRAM . 

(In addition to the General Requirements, cited under Section III, Page h) 

NOTE; A distinction is made between (1) individual medical practice 
programs confined primarily to the use of radioisotopes in the 
physician’s private" office and (2) individual medical practice 
programs confined to the use of radioisotopes within a medical 
facility. 

A. • Individual Medical practice in the Physician’s Office 
1. _ Clinical Facilities 

The application should state that the physician has 
access to a hospital possessing adequate facilities 
to hospitalize and monitor the physician’.s radioactive 
patients whenever hospitalization is advisable. This 
does not refer to the physician’s staff privileges at ' 
an institution, but rather serves to indicate the 
institution's willingness to have radioactivity on 
its premises. From the standpoint of radiological 
safety alone it is advisable that patients with more 
than 30 millicuries of radioisotopes internally 
administered be hospitalized. It is strongly recommended 
that in all cases a patient containing more than 
50 millicuries be hospitalized. 
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a. The.application should set forth the following; 

(1) Arrangements which have been made to provide 

each hospital with the necessary radiation protection 
• ' instruments and other special equipment as well as-' 
instructions given to staff personnel for the care, 
of radioactive patients to provide adequate radio- 
'logical health, safety. 

(2) Arrangements for notification to hospital 
authorities of admission of a radioactive 
patient. 

b. A statement should be obtained and retained by the 
physician from EACH hospital in which he has made 
arrangements to admit patients containing radioisotopes 
expressing the institution^ willingness to hospitalize 
his radioisotope patients and acknowledging receipt 

of adequate radiological health safety instructions* 

2. Radiological Health Safely Measures 

The application should set forth the following* . 

a. Outline of a program to observe adequate health 
safety standards including adequate instrumentation, 
careful maintenance of case records and activity 
inventory with respect to isotope use and disposal. 

i *’ * 

b. - ■ A- statement should be presented* concerning arrangements 

that have been made with a readily available radio- . . 
logical safety consultant for both periodic and 
emergency visits if such services are to be used. - 
Although the applicant physician must possess adequate 
background and experience in radioactivity to assure 
radiological safety, he may not wish to perform the 
duties of a radiological safety officer* 

c. Provisions for adequate instrumentation for 
measurement as well as for maintenance of health 
and safety .standards. 
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Individual Medical Practice in Hospitals 


In some instances physicians using radioisotopes in 
their individual medical practice have found it convenient 
and/or desirable’ to carry out such use within a medical 
institution rather than at their private office. The 
responsibility for this type of use is solely that of the 
individual physician; the medical institution simply 
provides physical space for carrying out the program. This 
type of use of radioisotopes for medical purposes does not 
require that the program be carried out under the auspices 
of a medical isotopes committee. 

If the applicant physician wishes to use radioisotopes in a 
hospital as discussed above, he should obtain and retain in 
his files a statement from the hospital administration ex¬ 
pressing the institution’s willingness for radioisotopes to 
be used within their facilities. 

Applications.for use .of radioisotopes by a physician in 
his individual medical practice, but where such use .is 
physicially located in a medical institution should be 
supported by the following informations 

1. Arrangements made to provide the hospital with 
necessary radiation detection instruments and 
instructions to be given staff personnel for the 
care of radioactive patients whenever they 

' are needed to provide adequate radiological health 
safety. 

2. Arrangements for notification to the hospital 
authorities of admission of a radioactive patient or 
of a patient admitted for the administration of 
radioisotopes. 

3. Arrangements made to provide for the receipt and 
safe storage of radioisotope shipments Efa.de to the 
hospital. 

Radioactive Pharmaceuticals 

Radi(materials distributed by the Atomic Energy Commission 
owned laboratories are not necessarily of pharmaceutical 
quality and are not warranted as to identity, quality or 
quantity. It is usually desirable, therefore, that a physician 
using radioisotopes in his individual medical practice 
purchase them preassayed and of phamnaceutical quality. 
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IT the physician in his individual"medical practice . 
wishes to obtain radioisotopes for human use from 
AEC laboratories he should include *7ith his application 
the following informations 

1. His experience in standardization and measurement 

techniques. ’ 

2, The procedures to be employed for identifying and, 
assaying the radiomaterial and carrying out such “ 
ether operations (sterilization, pyrogen tests,’ 
etc.) as may be appropriate. 

NOTES When purchasing radicmaterials from an AEG 

distributor (e.g. Oak Ridge National laboratory), 
all non-federal applicants must use a special 
“Isotope and Service Irradiation Order Form" (Form 
AEC-391) and federal agencies must use an - 
"Isotope Order Blank" (Form AEC-375). Copies 
of these forms are available frcm the AEG 
distributors and Isotopes Extension. These 
forms are not intended for use when ordering • 
materials from other than AEC distributors.• 

VII. RECOMMENDATIONS FOR MINIMUM CLINICAL RADIOISOTOPE EXPERIENCE FOR 
INDIVIDUAL MEDICAL PRACTICE'USE 

tin addition to the requirements discussed in Section HI C», Page 5, 
the physician should have - clinical radioisotope experience commensurate 
with the following reccramendation(s) applicable to the use(s) proposed 
on his'application) • * 

A. Iodine 131 


1. Diagnosis of Thyroid Function 

The physician should work for at least 30 hours in a 
medical prqgram where Iodine 131 for diagnosis of 
thyroid function and treatment of thyroid disease is 
being used, * 

During the 30-hour period of time the physician should 
actively participate in such diagnostic studies in at 
least 10 patients. 

NOTE? The Iodine 131, unless otherwise exempted, 

shall be procured in a precisely calibrated-form. 
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2. Determination of Blood Volume and Plasma Volume 

a. The physician should work for at least 30 hours 1 ’■ 
in a medical program where Iodine 131 for blood 
determinations is being used. 

During the 30-hour period of time the physician 
should actively participate in 10 such blood 
determinations. : — ’ 

b. Physicians already using Iodine 131 in diagnosis 
of thyroid function can qualify after active 
• participation in 3 such blood determinations. 

NOTE? The Iodine 131, unless otherwise exempted, • 

shall be procured in a sterilised and precisely 
calibrated form.' ■ •. • 

3. ■ Treatment of Hyperthyroidism and/or Cardiac Dysfunction . 

The physician should associate himself directly with 
a medical group using ‘Iodine 131‘ for treatment of hyper¬ 
thyroidism and/or cardiac dysfunction for a period • 
equivalent to’ a minimum of two months* full-time work. 
Participation during the two-month period need not be 
on a continuous basis but may be arranged on a schedule 
suited to the needs of the physician and his medical 
preceptor. During the period, of training the physician 
should actively participate, in the use of Iodine 131 
for the treatment of hyp er thyr oidism and/or cardiac dysfunction 
in a minimum of 1$ patients. 

U. Treatment of Thyroid Cancer 

The physician should have (1).experience as set forth 
in 3. above and (2) active participation in the use of 
Iodine 131 for the treatment of thyroid cancer in a 
minimum of $ patients. 

• NOTE:- Such therapy should normally- be carried out in 
and the patient confined to a hospital ■ or other 
medical institution having in-patient facilities 
and adequate radiation equipment to assure radio¬ 
logical health -safety. 
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B. Phosphorus 32 

1. Treatment of Leukemia, Polycythemia and Allied Blood 

P 3 'scrasias 

a. The applicant physician should be expert in thera¬ 
peutic radiology, internal medicine (or.hematology) 
or pathology (Board certification will serve as 
evidence of such qualification), who has actively 
participated in the use of phosphorus 32 for the 

-treatment of leuksnia, polycythemia vera and/or 
other blood dyscrasias in a minimum of $ patients. • 

b. Physicians who are not qualified as indicated above, 
should actively participate in the use of Phos¬ 
phorus 32 for the treatment of leukemia, polycythemia 
vera and/or other blood dyscrasias in a minimum of 
'10 patients. 

2. Phosphorus 32'- Chromic Phosphate 

a. Intracavity ffse in the Palliation of Carcinomatous 
patients 

The physician should have (1) substantial experience 
in the use of phosphorus 32 as well as other radio¬ 
isotopes. for diagnostic and therapeutic purposes and 
(2) active participation in the use of F 32-labeled 
chromic phosphate far the treatment of a minimum of 
10 carcinomatous patients. 

NOTE It Since this therapy is not considered routine 
and the technique is normally a hospital pro¬ 
cedure, the use of Phosphorus 32-labeled 
chromic phosphate shall be carried out in, and 
the patient confined to a hospital or other • 
medical institution having in-patient facilities 
and adequate radiation equipment to assure 
radiological health safety. 

NOTE 2: Applications proposing the intracavi¬ 
tary use of Phosphorus 32-labeled chromic 
phosphate should be accompanied by a properly 
annotated drawing of the infusion apparatus 
to be used or a literature reference to such 
apparatus. 
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NOTE 3s The application should clearly state whether 
the Phosphorus 32-labeled chromic phosphate 
will be obtained in individually prepared 
doses or whether such doses will.be pre¬ 
pared by the physician from stock solution. 

If the latter is the case, specific details 
should be presented concerning assay and- - 
safe handling procedures. .• • 

. * t 

b. • Interstitial Use in the Treatment of prostatic 'and/or 
Cervical Cancer . . " r—————— 

The interstitial use of phosphorus 32-labeled 
- - chronic phosphate for treatment of prostatic ‘ 

and/or cervical cancer is normally limited to institu¬ 
tional medical radioisotope programs being conducted 
under the .auspices of a medical isotopes committee. 

This limitation is made since the use of chromic • 
phosphate interstitially is still considered to he 
investigative in nature. The use of radioisotopes 
by a physician in his individual medical practice 
is normally limited to well-established medical 
uses -cf radioisotopes. 

C. ' Gold 198 Colloid 

1* Intracavity Use for palliation of Carcinomatous Patients 

The physician shall have (1) substantial experience 
in the use of equivalent amounts of other gamma emitting 
radioisotopes for therapeutic*purposes, e.g., Icdine 131 
for the treatment of thyroid cancer and (2) active partici¬ 
pation in the use of Gold 1?8 colloid for the treatment 
of a minimum of 10 carcinomatous patients. 

NOTE J i Because the use of Gold 1?8 colloid for the 

above purpose is normally a hospital procedure 
and the magnitude of the .dose used results in 
a high gamma flux during and after instillation 
into the patient, this .clinical application 
shall be carried out‘in and the patient con¬ 
fined to a hospital or other medical institution 
having in-patient facilities and adequate radiation 
equipment to assure radiological health safety. 
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NOTE 2j Applications proposing the intracavity 

use of Gold 198 colloid should be accompanied 
by a properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such apparatus.- 

NOTE 3 t The application should-be accompanied by a detailed 
discussion of the special instructions to be . 
given- hospital personnel concerning .the care and 
handling of such patients and‘the special radiological 
health safety, procedures to be followed*. 

NOTE lit The application should state whether the Gold 198 , ' 
colloid will he obtained in individually prepared 
' doses or whether such.doses will be prepared 
by the physician from stock solution. If the 
■ latter is the case specific details should be • 
presented concerning assay and handling procedures* 

Interstitial Use for Treatment of Prostatic and/or Cervical 
Cancer • 

The interstitial use of Gold 198 colloid for the treatment 
of prostatic and/or cervical cancer is normally limited 
to the institutional medical radioisotope programs 
being conducted under the auspices of a medical isotopes 
committee. The limitation is made .since the use of gold 
colloid interstitially is still considered to be investi¬ 
gative in nature. The use of radioisotopes by a physician 
in his individual medical practice is normally limited to 
well-established medical uses of radioisotopes* 

D. Chromium 5l ’ 

Determination of Blood Volume, Plasma Volume and Erythrocyte . 
Survival! 

The physician should work for at least 30 hours in a medical 
program where Chromium $1 is being used for blood determinations. 

During the 30-hour period of time the physician should actively 
participate -in 10 such blood determinations. 
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VIII. DESIRABLE CUBICAL EXPERIENCE FOR MEDICAL U5E OF SEALED RADIATION SOURCES 

The recommendations for training and experience, as set forth below, 
for use of radioisotopes as sealed radiation sources for external, 
interstitial or intracavitary therapy are applicable to both institu¬ 
tional' programs and individual medical, practice. 

Where the use of radioisotopes in medical’institutions is to be 
limited to sealed radiation sources for" well established, intracavitary, 
interstitial or external therapeutic procedures^ a medical isotopes 
committee is not necessary. 

A. Teletherapy Unit 

. A separate announcement entitled, "Present Procedures of- the 
Atomic Energy Commission for the Allocation of High Intensity 
Gamma Radioisotope Sources.for Teletherapy Devices",•is 
available from the Isotopes Extension upon-request.- 

E. Sealed and Particulate Radiation Sources for Interstitial, Surface 
dr Intracavitary Use " ’’. • ITT " 

The physician should be (1) a qualified specialist in therapeutic' 
radiology (diploma of the American Board of Radiology will serve 
as-evidence of such qualification) in addition to having at'least 
"three years experience in therapeutic radiology or (2) a qualified . 
specialist in another field (diploma of the .respective specialty* .* 
board will serve as evidence of such qualification) appropriate 
to the use being proposed, with training and experience in radiation 
dosimetry in addition to having at least three years experience' 
in interstitial, surface or intracavitary use of radiation sources. 

NOTE: If the radioisotope requested is to be used as an adjunct 

to or replacement for radium, information should be pre¬ 
sented concerning the means by which, radium dosages are 
to be converted to dosages.’in terms of the radioisotope 
requested and the procedure to be employed to account for 
the decay of the latter. 

C« Beta-Ray .Applicators 

1. Superficial Lesions of the Eye . 

The physician should be a qualified' specialist in therapeutic 
radiology, or ophthalmology (diploma of the appropriate- 
specialty board will serve as evidence of such qualification), 
.in addition to having at least three years experience in 
such specialty. The three years experience should include 
the use of beta-rays or soft x-rays in-the treatment of 
superficial lesions of the eye. The applicant should furnish 
evidence of knowledge and experience concerning the problem 
associated with beta-ray depth dosage. 
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Superficial Lesions of the Skin 


The physician should be a qualified- specialist in*dermatology 
or therapeutic radiology (diploma of the appropriate’ specialty 
board will serve as evidience of such qualification)'in 
addition to having at least three years experience in such 
specialty. The three years experience should include'the use' 
of beta-rays dr soft x-rays in the treatment, of superficial • 
lesions of the skin* The applicant should’ furnish evidence 
of knowledge and experience concerning the problems associated 
• with beta-ray depth dosage. 

NOTE? The present procedures of the Atcmic Energy Commission 
for sealed radioisotope sources such as are contained in 
• beta-ray applicators require that they be tested for 
leakage of radioactivity at intervals of 6 months.’ A 
separate'announcement concerning leak testing require¬ 
ments is available from the Isotopes Extension. 

IX. RADIOACTIVE MATERIALS AND SERVICES 


The radioactive materials and special irradiation services available from 
'the Atomic Energy Commission are described in the catalogs and bulletins 
issued by the operating contractors of the Commission; the Oak Ridge 
National Laboratory, Brcokhaven National Laboratory, Argonne National 
Laboratory and National Reactor Testing Station. A number of commercial 
concerns also offer materials and services in areas of. radioisotope 
distribution. 

NOTE: When purchasing radiomaterials or related services 
from an AEC distributor (e.g. Oak Ridge National 
Laboratory), all non-federal applicants must use a 
special "Radioisotope and Service Irradiation Order 
Form" (Form AEC-391) and federal agencies must use • 
an "Isotope Order Blank" (Form AEC-375)*. The isotope . 
order blank and isotope order form incorporate certain 
terras and conditions; copies are available from AEC 
distributors and the Isotopes Extension. These forms 
are not intended for use when ordering materials’.from 
other than AEC distributors. 
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ItbPftOOUCCU Aftlili tIAIKXMt AKCUVCS 

tfMOMO fIMM M. •« 

Office M.efflOVdnd'UM • united states government 

no. 3 

TO , Chief, Proftiaaiomii- Division ^ date: 

Chidf, Medical Plans and Operations Division 
Chief, Legal Office ' (IH TURN) 

raOM : Clilef, Medical statistics Division 
sonjccT: Forms for Authorization of Radiation Therapy 


1. Reference is made to conversation between Colonel Lodmell and Hr. Allen, 
29 November 1956. 

2. For patients not on active military duty, Uiis division agrees with the 
position expressed in Memo.No, 2 above, that the patient's consent for a surgical 
procedure or other therapeutic procedure which curries an unusual risk should in¬ 
variably be required in wri^ng and witnessed, ilouevi-r, it is believed to be 
essential, in the interest of standard governmental medicolegal practice, that 
this consent be recorded on Standard Form 522, Authorization for Administration 
of Anesthesia and Performance of Operations and Other Procedures (copy- attached), 
rather than an local form3 such as those described in Inclosuro No. 1. 

3. It will be noted that Standard Form 522 provides for recording consent , 
but no specific provision is made for "a written statement from the patient... 
clearly expressing understanding of...the special treatment." (Regan, as quoted' 
in Memo No. 2 above!.) In the opinion of this division, such specific provision 
is unnecessary. The patient's written consent is believed to be a sufficient 
implication of his understanding, on the one hand; on tho other, it appears 
doubtful that an explicit signed statement that the patient "understood" would 
be accepted as proof or even evidence that he did in fact understand. 

4.. It will be noted, also, that SF 522 docs not include reference to any ! 
medical counselling given a patient who is consenting to a surgical or other pro¬ 
cedure. It is believed, however, that medical records should include a statement 
that patients have been counselled as to the nature, expected results of, and 
risks involved in procedures for which written consent is required. This division 
will recommend changes to Ail 40-424, Preparation and Maintenance of Clinical 
Records, which will require that physicians include such statements, when appropri¬ 
ate, as "progress notes" in the clinical record. If there is legal or medical 
opinion that the patient rather than the physician should sign such a statement of 
counselling, it appears that tho statement should be made a part of OF 522. In 
that case, this division will initiate a request that the Interagency Committee on 
Medical Records consider whether revision of the form should be underteken. 

/ EUGENE L. HAMILTON ' 

Chi'cr, Medical 
Statistics Division 


1 Incl 
a/s 
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RirmxxjCf.n a t f he kaho* ut Anotvcs 


MiAtidortj Pmtti /:n 
I'lMwIlMnl Mb* |»'b 
tlf I* *nwi Ht«W |W»IH 
(XttuiM A-43 «1U»,I 


CLINICAL RECORD 


AUTHORIZATION FOR ADMINISTRATION OF ANESTHESIA 
AND PERFORMANCE OF OPERATIONS AND OTHER PROCEDURES 


(The granting nf thin authorization dnea net eonaUtnte a waiver of an individual's rights under the previsions of title 
28. United States Code with reference to Federal tort claim*.) 


Na mp. oh Mejiicai, Faculty 


Date 


X. I hereby consent to the performance upon myself 

or 

natnc of 
patient _ 


of—..... . __—-- 

(SWiatmat ii nl w m im»Un aai "m «n» rnl aa la rum a m ni n *) 

2. I further consent to the a dmini stration of such anesthesia ns mny be considered necessary or desirable 
in the judgment of the medical start of tha above-named medical facility. 

3. I further consent to' the performance of aueh additional operation* or procedures as are considered nec¬ 
essary or desirable in Uie judgment of the medieal staff of the above-named medical facility. 

4. I also consent to the disposal by authorities of the above-named medical facility of any tissues or ports 
which it may be necessary to remove. 

(Cross out any paragraphs above which are not appropriate.). 


Signature of patient 

When patient Is unable to affix 
signature: 


Signature of person 
authorized to consent for patient 


WITNESS : Signature_ 

Address —- 
City and State 


fATHWT’a UW WAM^IWT IOPU WAM*' 


I 


Dm te 


niaiiTtft no. 


Or 


WAAO NO. 


J: 


ASrHOlUUtlON FOR JWESTHEStl, OPERATiOHS, ETC. 
mwMltKLiormin 

; * \ 


(KAMC or HOSATAI. «* Oil** UVXM. fAOUm 



nemooocco »' '"f. itAtmun 

JODCb-i 12 Karsh 1^7 


?lc« Chancellor 

School a of Ui« hoallh iTofocaiooo 
UulToralty */ i liUburth 
rittaburfh 13 , 1 oontyloani* 

l>Mf Clr« 

Thi* la In raply to latter dated 10 loinlory W>7 , fro* <-c. mil U. 
Hauler rayai-dlnt *ork to t* p«rfoj-»ud tuikr Cmtmt t-i». -* U-oi. 7«au»-Jltfj. 

In eooaootlou »l to /our ro^-oai l tor a iliimw conc-amlnt ta* 
aaraaptloa otf raapenalbllitioa by tb« ir*y tor UtUmi«t ot onvnactor - 
iMttnrod In tha ptf/orMtiMi of mbjoct tontradt, your aUadtlon U In* 
ritod to Uw prurlaioca of iU *-7-“A03. ??, iu*uranc*--l*blU tj to IVLx 
1 ur-»ona, ot^jy att-ioOud, and particularly tc tie proriai ocl» of tha tlr*K 
nitUcm nr paragraph (cj, whiah Artie. 1* n^raiculi Um au,laa production 
which can too afiardud oocLracton undar prasout pulley. It 1* uor laVuoU.es 
to mi thlc artiaLo arallal.la to you under Uil* contract, oonllngmi upon 
your acSurtag to the follovinj principles, poUcloa, «n> lor Um im 

ot ho u r ralantuura in purforoiinc oubjuct nodical ruuoarcn contractu. 

1. Thu Tolnntary consent of tba bu na suJbyoci la **oontlel. fix* 
naan a Lhat too person conoamod’ 

a. &4ouid here local capacity to (It* conceal. 

b. Should Vo so rl tasted at to to alio to exercise froo 
pooor of oboica, adtnout intervention of fare*, fraud, 
dooalt, durooa, over<-ru aching , or other for* of too* 

•traiat or coercion. 

«• Should Kara aufilciaut xncaaledg* and understanding of 
tha experiment to castile Ma to nau an oaJJ.jbtar.od 
deetalon, on tho l-acie of oip.UjwtioD given l-o a La vs 
rpoolflod below. 

d. ■ t 9uni'lrt atato hla oonooat in crUUj, t^gned In Use 
prota dc a at at Locust on* wiVaac* ntu. »«*.U attest tc 
•ueh signature in wrltUoj. 

?. Saab individual who inillavaa, direct* or engages is Uta 
adparlnuat hat a paroocial duty and responsibility for asu ei tami^ 
the 'jmulity at tho volunteer 1 i oooaaaft. 
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n'ffRob«EcivCT , nii , r«iicittt 1 Aflci»vEs * 


lafara' thV’M*aptA/,o« *f V«iMkli *C U.a taluataar, ha > 4 L Wa 
!' ftiVwkYadnijiuta' axpl'amaUna.'Y Ha ah'aiild ha 1 . afar Mad af tha natura, Jura Lika, ■ 
t: toldTpmjrp*** ''•f’.'tba axpariMit | tha Mth*d a*1 aiti b/ Uilali U U U ba' 

f\ rf*.* *• J ' 1 ''a a * a< a * ■ . i • • a . • . , 



....-----.. *pt at * ainluuu aonalatact' 

’ T;<lth tha r*|\ilra«*rit af. 'a.fruitful uxpcrlmait for tha jaad or facial/. v 

. • 

• ■ •. 6; ■ In ardar that tha antlclpauail.t-vaulla vili ijuallfj '-5»U.i tha • 
ifXparlMfttj'.'lt (t&* •ijLjtortMnt); ahaulJ,ba laai/aa.i and on tha 

tn*»ulta:of. inlxai axpartaantatlan' tivl-'a «*'oa\ad£«' af .tha natural hlatar/ 

’ r it ths tll.iaa»a:'ar‘'othar probl*ai’uii.i«,-'atudj% 



. ....... 

■9* ;j'.rha\4a<rar« of.-rla».lo t)»»..rOkUnt'oar .Mould. avvs aauaaj .thxt ; . ..,. 

.diiiriiiiiad'bj tha'"n»aumlt*ri*Wia;<'fLiacc.' of ttVa ’jr-'iti'* to in aolrau 



aparlur' »’<lAV.xnd . cartful ^Jinpiant - ra^uJL ,:*f “S. : i 


JhlH that'Jy’jrtnttnittll'oti'o/^tt.a'f aotj^rtnnat: Ii VU>lj.*ta ^fulL-.in-'lnjury,, .} ■{■ ■ 
"SdtiliblAitj','^aAdi*t'P'-1*'i‘,hi' , i i icr>arl;itnV«l vaub •• 


i 
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ncpnooucEO at ti id iiaiiomai. archives 


l 1 *. letabllabed policy prohibit* the use of prl»or»*r* of war 
in haaan aacperlnentatleru They will not be uaed under any oImca- 

etaneee, 

15, igenta weed In raaatrch i*»*t have the following Uniting 
characterlat 1«* i 

a. Controllable lethality 

t, Ho serious ehrontclly anti*lp*tad 

a. Iffeotlve therapy available 

4. Idequate background of an Inti aaperimentatlor.. 

H nee rely >our*. 


se: D r . J'aurer *11 H. Wt^wS 

It. Colonel, rJC 
Contracting -ffleer 

CONCURRlJ.CE: 


Chief, legal Office 


Chief, research S Development 
Division 


3 
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REPRODUCED AT THE NATIONAL ARCUVES 


hJ/eal 


MZZZX.B 


8 H«r » 9 J 7 


Dr. Mobart A. Moor* 

▼to* Chancellor 
School* of Health Profaeelon* 
Oniweraity of Plttaberxh 
Plttabwib 13 , Penwylrani* 


KBj Contract Mo. Uu^t_007-» D-2U9 


Dear Dr. Voorei 

Mrpljr ha* Dot ba«m rac«Lr*d to oar l«tv«r of 12 -"arch 1957. 
refardlnf pollcl** for Ah* um at bam+m yolunter r* In pcrformlcx 
■edloai reeeareb contract*. 

W* ara wondering If Ibor* 1* anj additional infonutlun that 
■ Lent be required tram thl* offio* regarding the cufcject pre*«ntr<i. 

W« r.ad upenUd to reoetr* a utateaant tram jvm that th* work would 
be conducted lr aacordUno* with the pollcl** <«t fertb In owr letter 
'f 12 Kerch, prior to aodifylng the contract to Include th* ‘Llahllltla* 
to Third PeraoD* Cl*o**.* 


■Sincerely your*. 


Mil S. IKA*H 
IA. Colonel, h JS 
Contracting •-fflo«r 
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ARM1.950103.003 



RE: Contract No. DA.U 9 .OO 7 -HD.aU 8 


Lt. Cnlcnc 1 . Max H. Brown, MSC 
Contracting Officer 
Department of the Army 
Office of the Surgeon General 
Washington 25, D.C. 

Dear Colonel Brown: 

This it In answer to your inquiry of Hay 8 on the use of human 
volunteers in performing a medical research, contract issued to the 
University With the principal investigator as Dr. Paul Maurer. 

Up have discussed this matter a number of times evince receiving 
your letter and are in process of appointing an Advisory Cotaaittee within 
all schools of the University. I nay say that everyone approves In 
principle of the statement which you sent. We believe it represents an 
excellent basis for proceeding in each individual Instance. However, 

We are of the opinion that each such experiment should be panned on by 
an all University committee; If for nothing more tlian to give the 
investigator moral backing that what he proposes Is sound. 

Sincerely yours, 

Robert A. Moore 
Vice Chancellor 
Health Professions 


Wn/RC'. at>Dec<W 

£&: 11a 

Access.^ ft- ol ^ 
KU M0I-O5. 
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nEPHOOUCtO AT THE MATlOr JAL ARC] BVES 


UNlYCtSlTT Of f ITTHOICH 
SCHOOL O t Vt t O'. CINt 
MTTIIUICK IJ. riKKiriVANM 


February 13, 1*957 


Major Oiartea C. Pixlej 
Chief, Surgical Research drar.ch 
Research and Development Division 
Department of the Lrmy 
Office of the Surgeon General 
Washington 25, D. C. 

’Dear Major Pixley: 

I am eneloal ng copies-of the jrctocols r.f U.e next 
erpenaanta involving medical students. Ihe following materials 
are to be investigated for antigenicity lr. mam 

a. SPPS Bi 21 which was received from Lr. 

Robert Pernell. 

b. Heated liquid plasma lot 230C30 received 
from Hyland Laboratories. 

The proreuure will be as follows; 

1 . 50 ml. of blood will be drawr from the 
volunteers. 

2. They will ther. be skin tested with the 
material. 

3. The students will then receive a total cf 

5 1 ml. injections of the material (subcutaneously 
or Intramuscularly) over a period ■'[ 10 aays. 

It. Both ten oaya and about thraa weeks after the 
last Injection 50 ml. of blood will be drawn 
from the volunteers and, they will be skin 
teiUvl kS niniiofirfa above. 


385 





«eW|OOUCCO At 1ll£U»tlC*W. AAOiVCS 


Major Charles C. Pit ley 
February Id, 1957 
Page 2 


All of the above procedure:. will be pen'-.mec with 
sterile techniques. 

AlthvUgr the stuoents ftsv* volunteered for thert 
experiments I wci.’.d appreciate receiving a fern.--* aj.| revs. 7 for 
this verk from the *epartMTit **f the Army. writpinK In our 
dijcuctlons, • sUtsmont coneerrirr tht »!?nrlnp rf rejj.tsrjU 1 ity 
by the Arry for any possible urtoward effects r-'tui f : -.r to Is 
exrerlrentstior. sr.oulc aerovpary the approval. 

1 deeply appreciate :r ijioersts- -tin,i ir <i.is -ratter. . 

Sincerely yure, 

• / /V 

*S J (4a_ / ' 

Paul H. Meur-r, 


PH”.:9M 
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Minutes, Spring Meeting, AFEB 
2-4 May 1957- Conference Room 341 
WRAIR, WRAliC 


Present were: Board Members 
(2-3-4 May) 


Absent; 


Conndaslon Directors:(2-3 May) 
(2-3 May) 
(2-3-4 May) 

(2-3 May) 
Absent: 


Representatives, D/A:(3 May) 

(3 May) 

(2 May) 
(2-3-4 May) 
(2-3 May) 
(2-3-4 May) 
(4 May) 

(2-3 May) 

• ' (2-3 May) 

(2 May) 

(2 May) 
(2-3-4 May) 
(2-3 May) 
(2-3 May) 

Representatives, D/Ns{ 2-3 May) 

(2-3 May) 

(2 Hay)- 
(2 May) 


Dr. Dingle, Presiding 
Drs. Francis Kern MacLeod 

Drs. Shepard Shope Smith 

Dr. Wood (2 and 4 May only) 

Dr. Stebbins, who expressed regret at not 
being’able to attend. 

Drs. Beard - Cheever Davenport 

Drs. Feller Hammon McFarland (2 May only) 

Drs. Shope ) Smadel ( Weller (2-3 May) 

(3 May only) 

Dr. Wilson 

Dr. Pillabury * 

Dr. Bisall (represented by Dr. Gauld) 

Major Gen. S.B. Hays, The Surgeon'General 

Col. J.H. Gordon, MC, Prev Mod Div, OTSG 

Col. R.L. Callison, MC,,Prsv Med Div, OTSG 

Col. R.L. Hnllingborstj'-MC, Res & Dev Div, OTSG 

Col. A.r. &ong, U.S. Array Hq. 6 

Col. R,P. MasonT WRAIR 

Col. W.D. Tigertt, MC, WRAIR 

Col. P.R. Beckjord, MC, WRAIR 

Lt. Col. A.3. Benenson, MC, WRAIR , 

Lt. Col. F.W. Timmerman, MC, Res &-Dev Div, OTSG 

Lt. Col. D. Crosier, MC, Prof Div, OTSG 

Lt. Col. H.L. Ley, Jr., MC, Res & Dev Div, OTSG 

Lt. Col. R.D. Barron, MC, RCAMC 

Major A.M. Reeve, MC, Prev Med Div, OTSG 

Capt. H.K. Sessions, MC, Prov Med Div, BuMed 
Capt. J.R. Kingston, MC, Re3 Div, BuMed 
Capt. S.A. Britten, MC, Prev Med Div, BuMed ^. 
Capt. J.R. Seal, MC, Prev Med Div, BuMed "* 


Representatives,D/AF :(2-3 May) Lt. Col'. G.F. Fisher, MC, Prev Med Div, USAF 


Others: 


Staff: 

AFEB 


(2-3 May) Dr. S. Bayne-Jones, OSAR, Retired 
(2-3-4 May) Dr. Floyd W. Denny, Ass*t to President, AFEB 
(2-3 May) Dr. Herman H. Edsen, Washington University 
(2-3 May) Dr. Ross L. Gauld, WRAIR 

(3 May) Dr. Harold B. Houser, State University of H.I. 

(2-3 May) Dr. William S. Jordan, Western Reserve TJniv. 

(2 May), Dr. Howard T. Karsner, BuMed, D/N ..i 

(2 May) Dr. Barry G. King, CAA 

(2-3 May) Dr. Charles H. Rnmmelkamp, Jr., Cleveland CityHos. 

(2 May) Dr. Q.A. Smith, CDC, Public Health Service 

2-3 May) Dr. John C. Snyder, Harvard School of Pub. Hlth. 

(3 May) Dr, Arthur Stull, OTSG/bA 

(2-3-4 May) Capt. R.U. Bnbiono, MC, OSH, Executive Secretary 
(2-3 May) Lt. Col. R.E. Dockery, USAF(MC), Asst. Ex. Sec^. 
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reconsider the efficacy of gns gnngrena antitoxin. Dr. Dingle stated that 
in December of 1955 the Board had recommended that dried anti-toxin be made 
available and, if there vn,3 3till 3ame question coneoming this action, 
that the matter should be referred back to the Cocnissiort on Immunisation. 
Ha then requested that Colonel Hullinghorst write a letter re-opening thi3 
matter. 

2) ROTATION OF COMMISSION DIRECTORS 


Dr. Dingle stated that in 1954, the Board had recommended that Commission 
Directors serve a maximum of two terms of two years each. Since that time, 
some doubt had arisen as to the .desirability of this action, particularly 
with reference to new Commissions. The desirability of maintaining con¬ 
tinuity favored reverting to the old policy of an unrestricted number of 
terms. It wa3 pointed out that 3±nco there is rotation among military per¬ 
sonnel, similar rotation of Commission Directors may not be desirable. 
Opinions were expressed on both 3ides but the consensus was that the pres¬ 
ent policy was not satisfactory. A motion was made to rescind the action 
of the Board limiting the term of a Director to four voar3. This motion 
was seconded and passed unanimously . 

3) NEWS RELEASES 

Dr. Dingle requested that, when scientific data are released to the press, 

• every effort bo made to give credit to the Army, the AFE8, and the Research 
& Development Division for their support, and also that the Research and 
Dovolopmont Division be notified of all press releases. A directive con¬ 
cerning nows releases, publication of data, and related matters, is being 
written and will be distributed shortly by the Research & Development Divi- 
. sion. 

. 4) COPIES OF CORRESPONDENCE 

Dr. Dingle reminded the Commission Directors that copies of all correspond¬ 
ence concerning Commission activities should be sent to Captain Babione, 
the Executive Secretary, Colonel Ley of the Research & Development Division, 
and"to the office of the President. He emphasized the necessity of Com¬ 
mission Members sending carbon copies of their correspondence to the' 
Director of their respective Commissions. 

5) BUDGETS 



Dr. Dingle emphasized the necessity of long range planning (5-10 years), 
with respect to research programs and budgets, by both Board Hembers and 
Commis sion Directors, and suggested the possibility of Colonel Ley indoe- 
Hag hum C o mmtSBton Directors in b udgetary matters. 


VOLUNTEER STUDIES AT WTT.LOUHROOK snKDOT. 



Dr. Dingle re-oponed the discussion on volunteer studies with hepatitis at 
' WiUowbrook School. The objections to this study were that viruses other 
than infectious hepatitis virus might bo present in the tissue cultures 
used, that all other methods of demonstrating the presence of a virus bad 
not been tried, and that the subjects involved in these studies were not ;. 


17 
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vol untciuro. Opinions worn Also cxproascd 3n favor of fcho study ns outlined 
Dr. Dinglo pointed out that legally the children are volunteers because 
they are guardians of the State, and permission had been obtained from 
State author ities. vote there were 17 vote 3 for and 1 

'^gSlSSf'this motion. 

Dr. Davenport then made the following motion: " That it be required., that 
all protocols for human experiments be in the hands of Commission Direc¬ 
tors and Board Members at least thirty davs before action ia to be taken" . 
This motion woe seconded and passed unanimously. 

7) AFEB AND CI7TL DEFENSE 


Dr. Francis raised for discussion the possible connection between the AFES 
and Civil Defense. Dr. Bayne-Jones stated that the mechanism of civilian 
defense was not definite at the present time, and that officially the armed, 
services were not. held accountable far civilian defense, but would probably 
have to assume responsibility in a time of emergency. Colonel Hullinghorst 
added that the lavs co nce r n ing this problem were difficult to interpret, 
but that he believed that the personnel of the armed services were .becoming 
more aware of their responsibility in the care and health, of e v e ry o ne,-both 
military and civilian. 


13 
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ncwtopuCEOAT the imtiomai Ancinvcs 


Jilaf, tteseerch end DcreXopeieot Mr- , QT3Q 5 ±ug\wt 1957 ' 

Contracting Of flew, ’OTaC 


Th« <Je« of Ktuacn Teat Subject* in Xedicol Research supported by the Of flee 
of The Saixaoa Cetvarcl 


1 . Ineloture No 1 , la & copy of Keen draMfcd by the ocotroctltv, officer 
priaarlelly for dlecuesloe purposes of subject probl-rw. It refXacto gca orally tho 
current thtnktnf of tht- contracting officer. 

2. Itwdoeure So 2 t U a copy of « paper received fro* the Office cn the 

■axe subject. 

3. It is requested that tbfl> KAO Oiirialon eesntmt on subject problems In order 
that steps e»n be taken to Initiate necessary procedures to bruilc this doll a eta 
subject. 
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REPnoOUCEO AT THE NATXJNAl ARCIBVES 


3 April 195? 

SUBJECTS The Use of Human Toot Subjects in Medical Research Supported 
by the Office of The Surgeon General 

A 

1. It is belleyed to be appropriate to segregate this subject 

into the following categories: 

(• Research that is conducted by an institution with 
monetary support from OTSG. The institution, because of its primary 
interest, would conduct the research program seen without support of 
the. OTSG. 

b. Research that is supported by tbs OTSG because of ite 
primary interest. In other words the study is conducted at the 
insistence of the OTSG. 

2. In -cases where human subjects are used in research falling 
in category a, consideration should be given to the utilisation of 
Cost-Sharing Contracts, to the extent that the institution would boar 
all the costs of Insurance, liabilities to third parties, etc., and 
assume all responsibility for any possible effects resulting fron the 
experimentation. 

3. In those cases where human subjects are used in research 
falling In category b, the OTSG to assume its full responsibility and 
provide by contractual arrangement through the use of the article 
shown in ASPR 7-103.22, Insurance - Liability to Third Persons Further, 

by contractual arrangement either by reference or by inclusion 

rflM 1 

in the contract, incorporate the euabenfea RtD Publication dated 
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MPROOUCCD AT THE HAIKMAL MKHVE S 


12 Hirsh 195^1 subjscti ■Use of Human Tolmtaara in Mdloal Hesaarch;* 
Principle, Polioiaa and Suite of tha Off lea of tha Surgeon General. 

a* 

4, In addition, tha Project Officer of tba Research and Daralopaant 
Dirialoa should furnish tha Contracting Of floor a fir* reoonae relation 
oo this subject for each caee involved. Further, official files should 
bo fully documented on oil oases where research supported by tha OISQ 
inrolras tha use of itunan fast Buhjaots. 


2 
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REPflOOUCCD AT Tl t£ NAftOt W. ARO«V€S 





SUBJECT t Contracts for Medical Research Where it is Planned to Use 

Hunan Subjects 

1. It is believed to be administratively desirable in order to 
fully protect Tha Surgeon General in subject instances that the following 
Procedure be strictly adherred toi 

a. Incorporate into subject Contracts Article shown in ASFR 
7-103*22j Insurance liability to Third Persons. 

b. Incorporate into the Contract by reference or by inoluAlon, 
the Principals! Policies and Rules of the Office of Tbe Surgeon General 
on the use of Human Test Subjects. 

c. The Reeearch and Develojsent Project Officers acquaint 
the Contracting Officer by memorandum an each proposed contract when 
it is known that Hunan Test Subjects will be used. 

d. Project Officers to include in the Memorandum a record of 

any correspondence or verbal discussion held with the Principal Investigator 
or other Technical or Administrative Personnel. 
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HEADQUARTERS 

AIR RESEARCH AMD DEVELOPIENI COMMAND 
IT* S. AIR FORCE 
Andrews Air Force Ease 
Washington 25, D, C. 


EDI HA 12 September 15*53 

SUBJECT: Conduct of Hazardous Honan Experiments 

TO: ' RADC APGC ' AFSWC AFHDC AFBMD (AEDC) 

WADC AFCRC AFKTC AFITC AFOSR 

1* This letter t ells when humans may "be used in conducting hazardous 
research and development tests. It explains procedures and factors to he 
considered before approving tests. 

2. Policy. The effective conduct of research and development effort 
'villa upon occasion, require the use of humans for inherently hazardous 
experiments* It -will be the policy, of AEDC that the approving authority 
will evaluate the need for test results and insure that the test subject(s) 
are afforded every teown reasonable safety precaution during the conduct 
of the test* No test will be conducted without the prior knowledge of- 
Headquarters AEDC. 

3« Responsibilities: 

a. The AEDC center or detachment commander responsible for the 
research and development project being supported by the test is delegated 
authority to approve the hazardous human experiment or test. This 
responsibility will not be redelegated. 

b. The commander approving the experiment or test will notify 
the Deputy Commander for Research and Development, Headquarters AEDC, at 
least 5 working days prior to commencement of tests. 

2i, General. This letter is applicable to tests, the conduct of 
which may result in injury to the subject and which, once commenced, can¬ 
not be controlled or terminated by individuals 'conducting the test or the 
test subject. Such tests are usually assigned to determine a level of 
human tolerance for a condition which may be imposed because of Air Force 
operations or to determine the adequacy of equipment designed for human use. 
Typical examples are live eje ction tests, ynnnn. borne en vironmental 
studies, trade tests, and high"altitude^bSrfcout studies! Tfais^ letter does 
not apply to flight tests, ^sts of: a purely clinical medical nature and 
routine parachute and persona-l^nuipment-develotace nt te sts*-——^ 

•* 

5 * Use of Evaluation Guide for Testing Requirements and Possible 
Hazards to Participants. To insure that an orderly, comprehensive process 
of review occurs prior to the exposure of individuals to risks involved 
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in human experimentation, the responsible - command er -Hill approve the use 
of human beings in ex p er i ments or tests only after he has evaluated infor¬ 
mation gathered from the Evaluation Guide for Testing Requirements and 
Possible Hazards to Participating Personnel in the Conduct of Hazardous 
Human Experiments - (see attachment 1)» 

6* Exception to Administrative Procedures Required by ARDCH 80-Iu 
The conduct of hazardous human experiments is exempt from the provisions 
of chapter 3* section 17, subsection I, AHDCH 80-U, that r eq u ires the sub¬ 
mission of AREC Form 105, n R£D Test Annex,” for research and development 
tests* 

.7* Requirements for Headquarters ARBC Notification. The approving 
commander will notify the Deputy Commander for Research and Development, 
Headquarters AEDC at least five working days prior to the start of tests* 
This notification may be made by ele ctrical message, letter, or official 
briefing. Reference will be made to this letter and the following infor¬ 
mation will be provided: 

a* Project number* 

b« Purpose of tests and justification for human risk* 
c*' Descr ip t i on of planned test procedure's* 
d* Expected number of tests* 
e* Expected period "of tests* 
f* Test site* 

8* “Whan Reconfirmation of Test Approval and Renotification of Head- 
. quarters, AHDC is Required. Radical changes in techniques and equipment 
resulting from initial test experience and prolonged delays In testing 
will require the responsible commander to: 

a* Re-evaluate the test program* 
b* Reapprove the test program* 

c. Renotify the Deputy Coamander for Research and Development, 
H eadqu a rters AHDC. 

9* Disposition of Records: 

a*. A copy of the documentation which authorizes the conduct of 
hazardous human experiments will be filed in the applicable project file 
folder and retired (Authority: paragraph 6llib, AIM 181-5)* 


a 
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b* ill other copies' trill be destroyed after 90 days or upon com¬ 
pletion of test, whichever is so one r (Authority: paragraph 58, AFM lfll-5). 

10. fieports Control* The reporting requirements contained herein are 
exempt from ascignnent of a reports co n tro l symbol in accordance with the 
pro vision s of paragraph 7b (H), ArH 17h-l* 


/a/ L* I* Davis 
1 Inti L. I. DAVIS 

Evaluation Guide Kajor General, USAF 

Deputy Ccmnander/teesearch & Development 


3 
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EVALUATION GUIDE FOR TESTING REQUIREMENTS AND POSSIBLE HAZARDS TO 
PARTICIPANTS IN THE CONDUCT QF HAZARDOUS HUMAN EXPERIMENTS 


1# All necessary jmalimnary exploratory laboratory, dmmy and animal 
tests have been conducted and evaluated? Hunan subject testing is the only 
re maining means of providing the final validation? 

2* The need for the test results justifies the degree of probable 
risk to the test human being? 

3. Test procedures have been planned in a manner which reduces 

potential hazard factors to the lowest practical level? 

‘ lu* The fabrication techniques, quality of material, and quality of 
workmanship of equipment to be used'have been approved by qualified 
responsible people? 

• 5* The subject is a volunteer and understands the degree of risk 
involved in the experiment? 

V. 6* Subject(s) to undergo tests have been adequately selected and 
trained* 


7* Qualified physicians will be on the scene during the conduct of 
the test or tests? 

8, Decisions during the day-to-day test operations pertaining to 
the adequacy of weather, support provisions, health and mental well-being 
of the subject(s) will be made by qualified individuals conducting the 
"test effort—not the individnal(s) undergoing the test or experiment? 

9m Tests will receive necessary support in the form of aircraft, 
photography, instrumentation, etc*, in order that the tests may be com¬ 
pleted with a TtriTviTTOm of exposures? 

10* Qualified individuals from other -AHDC organizations, other major 
commands, other government agencies, educational institutions, and/or 
private industry have been consult ed regarding any of the above-listed 
factors that cannot be adequately evaluated by persons under the jurisdic¬ 
tion of the approving authority? 


IndL 1 
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GENERAL COUNSEL'S OPINION, VETERANS ADMINISTRATION - OP. G. C. 28-58 

Chief Medical Director 4-8 

‘General Counsel June 25. 1958 

* Legal aspects of medical research . . 

It- This his reference to your recent memoranda raising' a number of legal questions 
|«tUt respect to - two proposed research projects- One memorandum, on the subject of 
("Research Project entitled 'Tubeless Measurement of Gastrointestinal Motility* . 
f (f M31—256)”, concerns The R Institute far Medical Research in. co n n ection -with the VA 
[.Hospital. Manhattan. New York. The other memorandum, on the subject "Research 
[Grant funds'*, concerns The W laboratories of Chicago and the VA Hospital- Chicago, 
jwith r es pect to a study of the "physiology of Intrinsic factor**, as farther defined in the 
[ memor andum . * *. 

2. The file contains the following data relating to the proposed project In New York City; 

. _ 

"Preliminary discussions Have been carried out with Dr. nf 

* ft»r|»iraK«n and The R Institute, on the subject of the possibility 

of making a pressure-sensitive device which would record intraluminal pres¬ 
sures without an attached tube. This capsule-shaped device would be approxi¬ 
mately l cm. in diameter and l.S cm. in length, coated with plastic. The 
device is swallowed by the patient and subsequently passes through the 
gastrointestinal tra’et. During its course through the stomach, small intestine 
and colon Intraluminal pressures are detected by microphones in the wall of the 
capsule. This signal is transmitted to an external receiver and recorder by 
means of an amplifier and oscillator, powered by a tiny battery. Such sub¬ 
miniaturization is accomplished through the use of the transitor principle.- 
^ t 

"DrT . - has stated that the construction of such a device is entirely 

possible, and has further stated that The R Institute and Cnrpnratinn 

will undertake to build and test a prototype. 

**tt is proposed that, if laboratory and animal tests are satisfactory, this device 
be used to study motility of patients at this hospital.-'* 

3. The capsules have now been developed by The R Institute for Medical Research. In 
letter of October 30. 1957. its President writes to the VA as follows; 

“We propose to lend to you upon the terms stated in this letter five devices 
known-as 'radio pills.* which are designed to transmits radio signal while 
within the human body, for the purpose of measuring digestive system 
functions. The devices to be loaned are more fully identified in the at¬ 
tached schedule. The terms of this loan are as follows; 

"1. We will reeeive no consideration from you for the loan of 
the devices, and reserve the right at any time to request you to 
* return them, and upon such request you will return them 
promptly and in good condition subject to ordinary wear and 
tear. 

*’2. The devices will at alt times be in your possession and it 
is understood that they will be used only for experimental pur¬ 
poses and under the supervision of qualified Veterans Adminis¬ 
tration personnel. These devices have not yet been fully tested 
human subjects, but we have concluded that the following pro¬ 
cedures should be observed in the course of any experimenta¬ 
tion involving a human subject who has taken the device 
internally, for the protection of the subject and the success of 
the experiment: 

"a. Care should be taken to be sure that the intestinal 
tract of the Kamil subjeet is sufficiently unob¬ 
structed to permit elear passage of the device. 


- I - 
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Op. G. C. 23-S3 


"2. The inhibition o C endogenously secreted 
Intrinsic Factor in non-pernicious anemia 
patients, as a result of the exogenous porcine 
Intrinsic Factor. ... 

'*2. Anatogisrn of non-pernicious anemia patients 
to heterologous intrinsic^ Factor Concentrate 

• ‘The proposed study- -will test these hypotheses in a series at 
■' norma l volunteers and patients withjrarxoos diseases. 

The effect of porcine Intrinsic Factor Concentrate otll be 

quinUlaUrely compared with that of homaa gas trie Juice 

using per ni cious anemia patients and the CaSB labelled- 
eyano cabs la min technique. The W Laboratories will supply 
a num ber of chemically fractionated Intrinsic Factor Con¬ 
centrate pr epa rations to be tested for their Intrinsic.Factor 
poten c y and also for their inhibitory effeets. This will be 
desigried to investigate the first hypothesis described above. 


. ”11 is contemplated that this study will involve approximately 
20 or more normal volunteers and 20 or more pernicious 
_ anemia patients. 

♦ 

“If you arc agreeable to carrying out this work, and it acceptable to the 
Veterans Administration West Side Hospital, we will issue a cheek to 
'the Veterans Administration West Side Hospital for 51250. 00, repre- - 
seating the first quarterly payment. The balance wiil be paid quarterly 
during 1958. 

‘”In addition, we will include a cheek for 5500. 00 to be used as a fund for 
paying volunteers necessitated by this study. It is understood that where- 
pa y m ent Is necessary, the volunteer will receive either $10. 00 or 520.00, 
d epen ding upon the type of experiment. Disposal as of D e c em ber 19S8 of 
any unexpended or.unaUeeated portion of the fund of 5500.00 will rest with 
The W’Laboratories. 


“You wiU inform us from time to time and at the conclusion of*the study 
as to results obtained. 

I * • w 

"We arc enclosing herewith three signed copies of this agreement. If it 
Is acceptable to you and the Hospital. wiU you kindly sign one and re¬ 
turn it to us ? You may retain the other-two far your own files and that 
-of the Hospital. " 


I lhe correspondence shows lhat volunteers would take weekly doses of Co58 Cyanoco- 
hlamin. 0.5 microcuries per dose, for three consecutive weeks. They will be paid 
from funds provided by The W Laboratories! Twenty or more volunteers will be 
’elected from pernicious anemia patients in the VA-hospital. The other twenty volunteers 
•ill be university students who. in connection with their studies, would devote part of 
ieir time to various duties at the hospital. 

j i. The basic question presented is whether the VA may enter into the research pro- 
j «*ed in each case, and if so, under what conditions. It is further asked whether the VA 
| •HI be responsible far any adverse effects upon the volunteers. 


i The VA has authority to undertake research and enter into contracts for research 
•rposes. wherein the objective is the health and welfare of veteran-patients or domieiti- 
’ries. The current appropriation act. Public Law 85-69 provides that S10. 344. 000 
•hall be available for medical research. Section' 1716. Public Law 85-56. 38 USC 
^16, continues the authority formerly contained in section 1500 of Public Law 346. 78th 
•Egress. ** amended. 38 USC 697. granting the -Administrator the power to enter into 
'■^tracts for research purposes. —86 Soi 349: 90 Sol-624. 627. Section 2tS. Public Law 
*>*S6, 38 USC 221S. expressly provides for research in certain limited fields. 
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Op. C. C. 28-58 

a. 8y express agreement. Sueh agreements are upheld, in general, 

except where one'party is at an obvious disadvantage in bargaining 
power. i 

b. By implication from the conduct of the parties. When the plaintiff 
enters voluntarily into a relation or situation involving obvious . 
danger, he may be taken to assume the risk, and to relieve the 
defendant of responsibility. Sueh Implied assumption of risk re- . 
quires knowledge and appreciation of the risk, and a voluntary 
choice to encounter it. " 

A similar conclusion is set forth in the "Restatement of the Law" of the American Law 
. Institute on the subject "Torts", sections 49. 892. asd 893: 86 Corpus Juris Secundum' an 
"Torts", section 12: and 52 American Jurisprudence on "Torts", section 94. 

13. Is line with the foregoing, if the research ts to be undertaken, it would be necessary 

that the VA obtain f rom each volunteer a written cons ent, whether the volunteer will be 
paid or net. The vpiuateers must be competent to give consent. A form should be pre- J 
pared for signature by eaeh one. setting forth the objects of the researeh and the risk J 
involved, and containing further a statement substantially as follows: ■ 

"I understand that this researeh is (or experimental purposes, and results / 

cannot be fully foreseen. Preliminary tests have been made, and indicated 
precautions to protect volunteeers have been taken. The VA does not repre- 
. sent that any injury will necessarily be avoided in every instance even when 
.these precautions are followed. Nevertheless, l voluntarily assume the risk 
involved, in order to advance medical knowledge. 1 will carefully fellow in- 
stsuetions given by the VA Car the conduct of the experiment. I will not make 
any claim or demand upon the VA or .its personnel for injury, if any arises 
fronv-the experiment. This does not relieve the VA of negligence in the per¬ 
formance of the experiment. 

"I understand that t am to observe the following instructions (or the instruc¬ 
tions attached hereto), subject to such further instructions as the VA may' 
giver - - - ." 

14. It would be appropriate that there then fallow a paragraph relating to release of in¬ 
formation. which could read as follows: 

"l agree that data obtained by the VA from this experiment may be used for 
medical or other scientific purposes, including publication, but my identity 
will not be revealed unless 1 expressly consent thereto. " 

IS.. The agreement drafted by The R Institute contains the following language in para¬ 
graph 3 thereof: 

"... The R institute for Medical Researeh assumes nonliability or responsi¬ 
bility of any kind to the Veterans Administration or to any human subject who 
may be used in the course of experimentation. 

The foregoing is on the premise that the VA and not The R Institute «s conducting the 
research'. This premise is correct. However, it does not relieve The R Institute of 
negligence in the preparation o( the "radio pills". 

16. In summary, the VA may conduct the research projects proposed in conjunction with 
The R Institute for Medical Research and with The W Laboratories, respectively, subject 
to the foregoing. 

SluribmlaR 


C.A. K.O. It Center* 

—sth B.O. telintiti 
Veteran* Benefits Office 
Director. Compensation 4 
Pension Serriee 
Director. Comoensation S. 

Pension Supervision 
Adjudication Offieers 
Manager* * all Field Stations. 

Attn: Medical 
Manager ail Field Stations 


GUY H. BtRDSALL 




400 


JTcivcobftc ?Q, 1953 


Dt, 

PI 


‘.btiiiri;:; 


•JL' 

13. 


fa 


Or. John P. Kndcrc 

Chief, Research Division of Infectious Diseases 
Children's Uodical Center. 

3C0 Longuood Avenue 
Boston 15, Massachusetts 

Dear John: 

‘fills is CO' eonfixa our teleplionc call of Chin looming, 

Hoveaber 20ch, regarding approval of Che AFES for Che procecol of 
Che experiment which you propose Co carry one with Dr» Henry Keene 
at Denver with Che aCCenuaCed measles strain in normal children. 

I phoned Toasy Francis yesterday'afternoon end he urges Chat 
tills investigation and other similar subsequent ones, possibly with 
Robbins, Rumen, or Woodward, be done In conjunction with you as a 
' member of Che Virus Infections Comission of Che APED. Thus, each 
experiment using human volunteers vill require that Che protocol be 
approved by Che Board. 

Ordinarily Cha APEC desires reasonable amount of time to 
consider those protocols in advance of a meeting. They will bo meet¬ 
ing in Washington on Ucccshcr 3th and I vill be present. Dr. Francis 
believes that since this protocol will be so similar to the previous 
one you subnitted diet, if this is distributed to members before the 
meeting, there util be r,o difficulty in getting consideration. 1 
suggest Chat you send ail adequate nuaber of mimeographed copies to 
: Captain Cobione as soon ss possible for distribution to the Board 
members and a copy to no. 

I urn sending you a copy of a mimeographed statement dated 
12 March 1954 entitled, "USD OF IHJHA1I VOLUNTEERS Ill MEDICAL RESEARCH: 
PRINCIPLES, POLICIES AllU RULES OF TllE OFFICE OF,THE SURGEON GENERAL" 
which were adopted by Che Hoard os their general principles. Tout 
should take this into consideration In vritingfout the protocol and 
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Or. John F. Endcrs 


November 20, 1958 


its attached, statement. I think the important Chingo to point out are 
the reasons for tills experiment being considered necessary, i.c., normal 
children may possibly have less reaction chan the mental defectives and - 
be a means of determining whether the virus needs to be attenuated further. 
You will, of course, state the results of die last experiment, indicating 
why this one needs to be done. It is also important to indicate the 
source of the volunteers,. the person who will be in charge of their follow¬ 
up, and who will be responsible for any medical care which might be needed. 

For subsequent eirpcriments it would probably be wise to get the 
protocols worked out as far in advance as possible and the details of tbe 
arrangements to be made and the persons responsible, etc., and got appli¬ 
cations for approval for this submitted to the Board just as soon as 
possible. It is hoped that if this is not near the time of a Board 
meeting. Dr. Francis can handle this by mail so delays on this important 
project will not be necessary. 

Very sincerely yours. 


W. McD. Hannon, H. D. 

Director 

Commission on Viral Infections 

• WBl/co 
Enclosure 

cc: Captain Babion 
Dr. Francis 
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"A2 70-25 


Ahjct Exottlationi HEADQUARTERS, 

\ DEPARTMENT OF THE ARMY 

No. 70-25 J t Wasbingtok, DC, 31 July 197 

•RESEARCH AND DEVELOPMENT 
USE OF VOLUNTEERS AS SUBJECTS OF RESEARCH 
Effective 15 September 1974 


This revision transfers the final approval authority from the Chief of Research and Develop¬ 
ment to The Surgeon General for all research using volunteers, except research involving 
nuclear and chemical warfare agents and identifies the requirement for use of active duly 
military personnel as volunteers and instructs major commanders to provide assistance in 
*their recruitment Local limited supplementation of this, regulation is permitted, but is not 
required. It supplements are issued, .-Lrmy Staff agencies and major Army commands trill 
furnish one copy of each to SQDA (DASG-RDZ), Washington, DC 20320. Other commends trill 
furnish one copy each to the next higher headquarters. 


Puipo ae———..._............. 

Defisitioa__............................ 

Exemptions_..._.......... 

Basic priadples....... 

Additional safeguards.........._........ 

Approval to conduct experiment__ 

Civilian employees..._..._.....____ 

Be qui pment c l active duty. military volunteers 
Appendix. Legal implications 



X. Purpose. These regulations prescribe policies 
and procedures governing the use of volunteers 
as subjects in Department of tbe Army research 
wherein human beings are deliberately exposed to 
unusual or potentially hazardous conditions. 
These regulations are applicable worldwide, wher¬ 
ever volunteers are used as subjects in Department 
of the Army research. 

2. Definition. For the purpose of these regu¬ 
lations) unusual and potentially hazardous condi¬ 
tions are those which may be reasonably expected 
to involve the risk, beyond the normal call of duty, 
of privation, discomfort, distress, pain, damage to - 
health, bodily harm, physical injury, or death. 
L Exemptions. The following categories of 
activities end investigative programs are exempt 
from the provisions of these regulations: 

a. Research and nonresearch programs, tasks, 
and tests which may involve inherent occupa¬ 
tional hazar ds to health or exposure of personnel 
to potentially hazardous situations encountered as 
•part of training or other normal duties, e.g., Right 
training, jump training, marlcmanship training, 
ranger training, fire drills, gas drills, and handling 
of explosives. 

i. That portion of human factors research 
which involves normal training or other military 
duties as part of an experiment, wherein d isclosure 
of experimental conditions to participating per¬ 


sonnel would reveal the artificial nature of 
such conditions and defeat the purpose of the 
investigation. 

.c. Ethical medical and clinical investigations 
involving the basic disease process or new treat* 
‘ menfc procedures conducted by the Army Medical 
Service for the benefit of patients. 

4. Bade principles. Certain basic principles must 
be observed to satisfy moral, ethical, end-legal 
concepts. These are-^- 

c. Voluntary consent is absolutely essential. 

(1) The volunteer will have legal capacity to 
give consent, and must give consent freely without 
being subjected to any force or duress. He must 
have sufficient understanding of the implications 
of his -participation to enable him to make an 
informed decision, so far as such knowledge docs 
not compromise the experiment. He will be told as 
much of the nature, duration, and purpose of the 

• experiment, the method and means by which it is 
. to be conducted, and the inconveniences and 
' hazards to be ctpeeted, as wSl dot invalidate the 
results. He will be fully informed of the effects 
upon his health or person which may possibly come 
from his participation in the experiment. 

(2) The consent -of the volunteer will bo in 
writing. A document setting forth substantially 
the above requirements will be signed by the 
volunteer in the presence of at least one witness 


■Til* rexuladaa supersedes AS70-25,26 Muck 1K2. 


TA.GO ULL — JmO 
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AR 70-45 


not involved in the research study who will attest 
to such signature in writing. 

(3) The responsibility for ascertaining the 
quality of the consent rests upon each person who 
initiates, directs, or conducts the experiment. It is 
a personal responsibility which znny hot he 
delegated. 

6. The number of volunteers used will he kept 

a minimum consistent with e below. 

e. The experiment must be such as to contribute 
significantly to approved research and have rea¬ 
sonable prospects of yielding militarily important 
results .essential to nn Army research program 
which are not obtainable by ocher methods or 
means of study. 

d. The experiment will be conducted so as to 
avoid all unnecessary physical and mental suffering 
and injury. 

■ > Vn pmpnwpnt will he conducted if there is 
any reason inherent to the nature of the expeti- 
m wi at to-believe that death or disabling injury' 
will occur. 

/. The degree of risk to be taken will never ex¬ 
ceed that determined to he required by the urgency 
or importance of the Army program for which the 
ucperimeht is necessary. 

g. Proper preparations wiE be made and ade¬ 
quate facilities provided to protect the volunteer 
against all foreseeable pofrahfiroea of injury, dis¬ 
ability, or death. ■ 

k. The experiment will he conducted only by 
scientifically qualified persons. The .highest de¬ 
gree of skill and coze will be required during all 
stages of the experiment of persons who conduct 
or engage in the experiment. 

i. The. volunteer will be informed that at any 
time during the course of the experiment he will 
have the right to revoke his consent and withdraw 
from the experiment, without prejudice to himself. 

Volunteers will'-have no physical or mental 
diseases which will make the proposed experi¬ 
ment more hazardous for them than for normal 
healthy parsons. This determination will be made 
by the project leader with,'if necessary, competent 
medical advice. 

k. The scientist in charge will he prepared to 
terminate the experiment at any stage if he has 
probable cause to believe, in the exercise of the 
good faith, superior skill, and careful judgment 
required of him, that continuation is likely to result 
in injury, disability, -or death to the volunteer. 

L Prisoners of wax will not be used under any 

>■ j n « 1 1 n i gt«ri— 

* • 


5. Additional safeguards. As added protection for 
volunteers, the following safeguards will b' 
provided.: 

a. A physician approved by The Surgeon Gene: 
will be responsible for the medical care of volun¬ 
teers. The physician may or may not be the project 
leader but will have authority to terminate the 
experiment at .any time that he believes death, 
injury, or bodily harm is likely to result- 

b. All apparatus and instruments necessary to 
deal with likely emergency situations ’ will be 
available. 

e. Required medical treatment and hospitaliza¬ 
tion-will be provided for all casualties. 

d. The physician is charge will have consultants 
available to him on short notice throughout the 
experiment who are competent to advise or assist 
with complications which can be anticipated. 

6. Approval to conduct experiment. It is the re¬ 
sponsibility of the head of each major command 
and other agency to submit , to The Surgeon 
General a written proposal for studies which come 
within the purview of this directive. The proposal 
will indude for each study the name of the 
person to be in charge, same of the proposed 
attending physician, and the detailed plan of the 
experiment. The Surgeon General has final 
approval authority far all research using volun- ■ 
tears except research with nuclear or. chemical 
warfare agents. Proposals for research with nuder. 1 
'or chemical warfare agents will he forwarded t 
The Surgeon General with recommendations on 
medical aspects to the Secretary.of the Army for 
approval. 

7. Civilian employees. “When civilian employ¬ 
ees of the Department of the Army volunteer 
under this p rogra m, the following instructions will 
be observed: - 

s. Any duty as a volunteer performed during 
the employee's regularly scheduled tour of duty 
will be considered as constructive duty for which 
straight time rates are payable. Time spent in 
connection .with an. experiment outside the em¬ 
ployee's regularly scheduled tour will be consid¬ 
ered as voluntary overtime for which no payment 
may he made nor compensatory time granted. 
The employee will be so informed before accep¬ 
tance of his volunteer services. 

b. Claims submitted to the Bureau of Em¬ 
ployees’ Compensation, UJS- Department of 
Labor, because of disability or death resulting 
from an employee's voluntary participation in 
experiments, will mrinde a citation to title 10, 

9400 UJ 
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United States Code, section 4503 as the Depart* 
meat of the Army authority for the use of such 
volunteer services. 

e. AH questions concerning hours of duty, pay, 
'leave, compensation claims, or application of other 
drjjian personnel regulations .to volunteer em¬ 
ployees vein be presented through channels to th e 
Deputy Chief of Staff for Personnel, ATTN: 
Office of Civilian Personnel 


S.' Be er ai lment of aedve duty military volunteer*. 
Some research will require active duty military 
personnel as volunteers because of the nature of 
the- investigations. Becruiting is best accom¬ 
plished by research personnel responsible for 
conduct of the research. Major commanders will 
provide assistance to recruiting teams. At all 
times recruiting will be conducted in a morally, 

ethically, and legally acceptable manner. 

• 
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.....APPENDIX 
LEGAL IMPLICATIONS 


Tie following opinions of The Judge Advocate 
General furnish specific guidance for all pardci- 
pants el research using volunteers: 

1. Authority. The Secretary of the Army is 
authorised to conduct research and development 
p tug n ms including the procurement of services 
that are needed for" these programs (10 Uj 3.C. 
4503). Tie Secretary has the authority to “assign 
detail and prescribe the dudes” of both members 
of the Army and civilian personnel (10 TLS.C. 
3012(e)). 

2. MTStxry personnel and Department of the 
Army Chilian employees. Compensauon for the 
dbainHty of death of a civilian employee re¬ 
sulting from. personal injury or disease prod- 
mateiy'caused by his employment is payable under ‘ 
the feder al Employees Compensation Act (39 
Stat. 742 et seq.), as amended (5 U-S.C. 751 et 
aeq.), regardless of whether his employment was 
of a hazardous nature. The amount and type of 
disability compensauon or other benefits payable 
by r e aso n of the death or disability of a member 
cl the Army resulting from injury or disease in¬ 
cident to service depends upon the individual 
statu of each member, and is covered by various 
provisoes of la.fr. It may be stated generally that 
under present laws no additional rights against 
the Government will result from the death or dis¬ 
ability of military and civilian personnel par¬ 
ticipating in experiments by reason of the hazard¬ 
ous nature of the operations. 

3. Private citizens. It is the policy of the United 
States to prohibit the acceptance of voluntary, 
services particularly when they may provide 
a bass for a future 'dorm against the Government. - 
(B.S. 3679, as amended; 31 U-S.C. 665(b)). 

4. Use of appropriated funds for the purchase of 
^fesuraaee. .As tha payment of insurance pre¬ 
miums cm die He of an officer or employee of the 
United States is a form of compensation which 
it not currently authorized; payment of. those 

is prohibited CELS. 1765; Cammxuiontr 
cf hOtraal Revenue v. BanmL, ST F 2d 764 (2d 
C5r. 1837)» C-anaday v. Guitteau, SG F 2d 303 (6th 
Cm. 1838); 24 Comp Gen. 648 (1945)). 

5. Contractor’s employees. There appears to 
be no legal objection to the use of employees of 
contracto r s in research and development experi¬ 
ments. It is the responsibility of the contracting 
nffiv*** to determine whether the terms of the con¬ 


tract an sufBdestly broad to permit the partici¬ 
pation of these employees. Generally, benefits to 
which private employees may become entitled by 
reason of death or disability resulting from their 
employment are payable under State law except 
persons covered by the survivors insurance pro¬ 
visions of the Social Security Act (49 Stat. 623, 
as amended (42 UJS.C. 402)). Reimbursement of 
tbe employer for additional costs by reason of this 
liability of his employees will depend upon the 
tmiTw of «*yeh contract. These, employees are not 
disqualified from prosecuting claims against the 
Government unde the Federal Torts Claims Act 
(28 U.S.C. 2671 et seq., see AH 25-70). In cost 
reimbursement type research contracts with com¬ 
mercial orginfratrions the cost of main ta ining 
group accident and He insurance may be reim¬ 
bursed to the co n tractor (subject to certain ex¬ 
ceptions) under ASPB. 15-205.16 provided that 
the approval of the head of the Procuring Activity 
is obtained (APP 10-551). 

& Irregular or fee-basis employees. Intermittent 
services of soda employees are authorized. (For 
experts and consultants see Sec. 15, Act of 2 An 
1946 (60 Stat. S10; 5 U.S.C. 55a); Sec. 501, Do' 
Appropria tion. Ant, 1961 (74 Stat. 349); note AP. 
30-204.1, CFR AT; Sec. 710 Defense Production. 
Act of 1960 (64 Stat. 819; 50 U-S-C- App 2160); 
and for architects, engineers, and other technical 
and professional personnel on a fee basis, see 10 
U.S-C- 4540.). Whether these employees can be 
detailed or assigned to the proposed experiments 
will depend upon the statutory authority for 
employment and the provirions of their employ¬ 
ment .agreement is each ease. The Federal Em¬ 
ployees Compensation, Act, supra, in all probability 
applies with respec t to these irregular and fee- 
basis employees for any injury or disease resulting 
.from their employment, although a final deter¬ 
mination in such cases will have to be made-by the 
Bure a u of Employ ees Compensation, Department 
of Labor. Subject to such restrictions and limita- 
tions as may appear in the statutory authority 
under which he is employed, it would appear that 
the Government may legally bear the expense of 
premiums upon the He of an irregulv or fee- 
basis- employes whose rate of compensation is not 
fixed by lavr or r e gul ations. In this regard, it may 
be advisable for the Government to provide ar 
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a ddi tion a l allowance to the tanplojee for fimwwwg 
each private "«h™m arrangements ts ho mi j 
wish to make rather than to undertake direct 
negotiations -with insurance earners for the dramd 
coverage. 


7. CoodosioB. Subject to the above conditions, 
Aimed Forces personnel and/or civilians on duty 
at installations engaged in research m subject 
fields w21 be permitted to actively participate in 
*11 phases of the program. 


* lb* pcepooeet agonqr of thl* regulation is the Office of Thm Surgeon 
General. Users are invited to send comments and suggested improve¬ 
ments mi OA Form 2028 (Recommended Changes to Publications and 
Blank Forms) to HQDA (DASG-SOZ), WASH DC 20310. 


Bj Order of the Secretary of the Army: 


CREIGHTON' W. AB RAM S 
General, United State* Amy 

Official: Chief of Staff 

TERNS L. BOWERS 
Major General, United State* Amy 
The Adjutant General 


DISTRIBUTION - : 

Active Amy , AUNG, US AG: To be distributed in a cco r danc e with. DA Form 22-8A require* 
manta for AS, Research and Development—D (Qty Bqr Block No. 212) 


noo su 


5 


407 





408 


ARM1.941128.003 


i u 

HEDDH-KR . 10 July 1962 

MEMORANDUM FOR THE RECCRD: 

SUBJECT: Use of Volunteers, for Army Hedies l Research 

1. Volunteers have teen used by in-service and concracc investi¬ 

gators for a great variety of research projects, since SW II. By and 

large research has been conducted In strict accordance with the 
Nuremberg Code of 10 rules drawn up following the Nuremberg trials. 

2. Other than the Nuremberg Code, guidance for the conduct of 
human reaeareh has come from religious groups, such as a statement 
from the Pope in 1952; the declarations of Ceneve and Rome, adopted 
by Che World Health Association; requirements of National Medical 
Aaaoelationa, including France, Britain and the U. S.; and the guaran¬ 
tees and standards recommended by the World Medical Association. 

3. Federal agencies conducting or monitoring human reaeareh have 
operated under a varlsyy of guidelines formulated from the Nuremberg 
Code and Incorporating features from ether agencies, as above and from 
Specific regulations governing the particular service Involved. All 
such guides have In common the safeguards put forth In the documents 
deed above and have resulted in research programs remarkably free 
from litigation. 

4. The Army, specifically, has conducted both In-service and 
contract research involving the use of volunteers under rules which 
have been derived from the Nuremberg Code, the Army Organizational Act 
of 1950 (Sect 101) and Chief of Staff Memorandum 385, 30 June 1953 
(Volunteers and Radiological, Biological and Chemical agents). ,Gn 

12 March, 1954, principles, policies and rules of the Office of£the 
■ Surgeon Generali "Use of Human Volunteers in Medical Research" was 
published based on the foregoing. This has been the basic guide which 
has been followed since its publication, with minor changes or additions 
Co apply to specific programs conducted at the various Army laboratories. 

5. Adoption of an Ar-" rather than continued reliance on the "Prin¬ 
ciples, Policies and Rules of the OTSC" has been needed to assure the 
Army that research done by or specifically for the Army will, when 
humans are involved, be monitored by/the Surgeon General and will be 
in accordance with generally acteptea principles. 

6. Utilization of Volunteers in in-seraice programs: 

n. Atmy Medical Unit, Fort Detrick. This has been a program 
remarkably free from difficulties. It has been conducted 
with the cooperation of the Seventh Day Adventists Vas 
Service Conciseion and has Involved up to 200 volunteer 
subjects, annually. The SDA Commission hat encouraged 
their young men to participate, and those who qualify are 
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HEH02AHHUH FCR THE RECORD: (Cont'd) 

SUBJECT: Use of Volunteers for Amy Medical Research 

selected at the KTC, Fort Sam Houston and transferred to 
the Valter Reed Unit where they perform non-combattant 
duty unless participating In experiments. It has been 
essential that the policies of the Medical Unit* Fort 
Detrick, be oriented toward defense against biological 
agents, and that work conducged have potential benefit 
to all mankind. This position has at times been difficult 
‘ to maintain. Protocols for the use of biological agents 
or products, have in addition the unanimous approval of 
the Ccmalsslen of Epidealological Survey of the AFEB. 

Close liaison has developed during recent years with 
recognized leaders in the field of infectious diseases, 
ans particularly with the University of Maryland. 

b. HRNL, Denver, Colorado. In January 1954, negotiations 

were begun with the Mennonite Central Committee to recruit ' 
young men for metabolic end nutrition studies. A metabolic 
ward was established and operations began later in the year. 
These volunteers are salaried, receiving $1,800.00 per annum 
and limited PX privileges as well as other privileges, 
such as recreational facilities, Red Cross, hobby shops, 
etc. The average tenure is 18 months, which fulfills 
Draft Board Requirements. This program has worked very 
well, however, there was one subject who, after release, 
sent an annual bill for treatment of ulcers. (It is note¬ 
worthy that the Mennonites have furnished thousands of 
young men to Federal and Private research programs in 
this country and in 39 foreign countries. The latest 
available figure is 4,300 as of 1960.) MNRL is csfrently 
authorized 10 such research spaces through a contract wlhh 
the University of Colorado. 

c« AHRL, Fort Knox. There are essentially no volunteers other 
than from members of the staff fec specific experiments. 
Contracted research at the nearby University of Louisville 
is coordinated, however, and utilises Medical students and 
other volunteers. Prior to the establishment of ARIEM, 
climatic tests were conducted and thermal stress pay was 
allowed. 
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MEMORANDUM FOR THE RECORD: (Cant'd) 

SUBJECT: Use of Volunteers for Army Medical Research 

d. ARIEM, Natick, Masaachusetts, is newly organized. Sub¬ 
jects selected for heat and cold stressing remain with 
this unit as volunteers for long periods of time, and 
the nature of experiments is such that volunteers will 
usually remain only so long unless stress pay is allowed. 
An average of 30-40 volunteers are required, continually. 
The established codes of conduct of human experiments are 
rigidly enforced to prevent serious reactions. 

ft. V. S. Army Chemical Center, Edgewood, Maryland. Volun¬ 
teers are recruited from various Army catqss in U. S. 
Posters and bulletins inform the men that they may sign 
up for 30 days TEY and stress the importance and safety 
of the program. Ho special pay is offered but the volun¬ 
teers do receive preferential treatment and passes if 
they are cooperative. Twenty to thirty are generally 
selected each month. In contrast to the ARIEH require¬ 
ments, most volunteers for this program are subjected to 
short e^ieriaents and suffer with little discomfort. 

£• WRAIR uses few volunteers, but programs, particularly 
14 the Neuropsychiatry Division do occasionally require 
them. No special inducement has been a policy and local 
recruitment is generilly adequate. 

7. Contract ins of volunteers: A conpletc survey of research 
contracts in which volunteers were used was conducted in 1960 prior 
to preliminary drafting of AR 70-25, 26 March 1962. At that time a 
total of 21 contracts were active. Approximately 3,000 students, 250 
patients and 300 prisoners were participants. The general picture, 
today, is essentially unchanged. Investigators have utilised the 

12 March, 1954 SCO Directive as a guide and have had prior approval 
of protocols by their own institutions, the project officer, the 
AFEB when applicable and appropriate Advisory Committees to the Sur- 
«on General. 

8. Problems concerning AR 70-25, March 1962.' 

a. para 1: A precise definition of Department of Army 
Research is needed. 

b. para 6: Approval. Define "Major Command” and "other 
agency". Does the latter Include direct submission by 
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MEMORANDUM FOR THE RECORD* (Cont'd) 

SUBJECT* > Use of Volunteers for A *qry Medical Research 

the contractor or by the Med R&D, in thia case? i.e.- 

the Project Officer submits the protocol for approval? 

c. para 8* Implementing instructions. 

1. What should content of implementing instructions be? 

To whom should they be sent? 

2. To our laboratories the implementing instructions are 
staple: Protocols, particularly where CBR agents are 
used, must be submitted to Med R&D for approval @ DA 
level. This may be quite burdensome for Ft. Detrick. 

3. Contractors position in this is less clear. Instruc- 
will have to be formulated for the guidance of project 
officers. All active contracts have been approved by 
TSA/RiD. Do those involving CBR already underway need 
to go to DA7 What if DA turns down a project already 
contracted and paid for? 


DONALD L. HOWIE 
Lt. Colonel, UC 
Assistant Chief 
Medical Research 
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APPENDIX A 

Volunteers; Reference Material In K&D File* 


Fc Hewing the publleicien of AS 70-25, 26 Mareh 1962, It beein* 

obvious that this document would provoke many cements and Inquiries 
both In and out of service. This represents a milestone, of sorts. 

In that It Is the Official position of DA concerning this delicate 
subject. As such, it becomes a ruling subject to legal interpretation 
and application. The background is briefly outlined in the preceading 
sumo. Sources are; 

1. AFEB Tiles» Contains basic correspondence in the formation of 
TSGO policy, March 1954 and statement by executive Secretary of AFEB 
on need for the policy, i.e.r "mandatory requirement for projects 

in classified areas requiring approval of the Sctretary of tha Amy, 
but a guide for other, types of research". There is also a minimum 
amount of correspondence concerning tha necessity of all members of 
the AFEB to make certain that detailed protocols are submitted to 
TSGO when Army subjects are involved, and the (rifts and copies of a 
directive "Information to be included in protocols submitted to TSGO 
is cases where Army Personnel are to bs used as test subjects". A 
I960 survey of all contractors using volunteers is included. 

2. Frev. lied. Br. File t Materials, here, are largely thoae 
which pertain to the eatablisbment of policies using Seventh Day 
Adventist volunteers at Tort Detrick. Materials date bsck through 
1957, and Include basic correspondence establishing Immunisation 
policies, recruitment (at BAMC), tha policies of the SDA War Council, 
a history of the volunteer program at the Amy Chemical Center and' 
miscellaneous Information concerning the position of the CBS, AFEB, 

June I960. 

3. Deputy Director, R&D’s Filet Information dating back through 
1957 on procurement of volunteers, orders assigning physicians respon¬ 
sible for volunteer studies, reprints on ncn-offlclal reviews of 
volunteer research (Drug Research Reports reprint of Duke Low Journal, 
1960, review^ Dr, Beecher’s AKA article 31 Jan, 19590, Materials 
here are sketchy. 

, 4. Col Lee’s File (Budget Branch); Correspondence, here is largely 
bsck through 1957. Included sret l.) I Aug 57, legal office opinion 
on 3rd person liability lmurance under ecneracti«2.) The various 
categories of studies utilising volunteers. 3.) 10 June *59 Drug 
Research reports review of National meeting on volunteer program# 

(Dr. Ladlner's review) which Is excellent.$.) A copy of the 30 June 1953 
C/S l!emot Use of volunescrs in Research. 5.) Agreement and consent 
forms utod In various programs. 6.) 1959 queries by Cen. Kays of tha 
Xavy and Air Force policies (no answers). 
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(CCNT*D) 


5. Personnel File (Mra. Eyles) i This is a more comprehensive file, 

with miscellaneous materials dating back to 1952: 1.) The draft and 

criticisms of AR 70-25 including those by McDowell, Tigertt, Benenson, 
Artiss, Col Vorder Bruegge. 2.) Reprints of articles previously men-' 
tioned, plus an excellent review in ’’science”. 3.) History o£ the 
volunteer program at KRNL. 4.) Summaries of all research using volun- 
teers as of Nov T 60. 5.) Copies of legal opinions previously mentioned. 

6. ) Reports of other decisions, such as by the Catholic Church. . . 

7. ) The Ohio State Prison correspondence involving Gen Creasy — a good 
demonstration of how touchy this subject really is. 8.) The documents 
on SDA participation* 9.) S6p’s for AKRL volunteer programs. 

6. Classified Files: Material in classified files is by and large 
referred to in the other files. Refarences other than minor corres¬ 
pondence includes: 

a. Original C/S Memo, 30 June *53 on use of volunteers, prior 
to declassification. 

b. 12 Aug *54 letter frcm CclWood clarifying and implementing 
above memo. Response of Ch Chml 0 attached. 

c. 25 Feb *55 letter to TSGO from Legal division. Opinion on 
legal capacity to consent (ages 18-20) of troops. 

d. 1955 correspondence series concerning Seventh Day Adven¬ 
tists, including letters from parents, legal council, advice 

• of the SDA Council and responses of TSGG. 

8. 11 April 1956 authorization for phychochemical studies — 
staff action. 

£• 18 May 1958 authorization to use V-agents and staff actions. 

g. Legal implications of .using women and children as subjects. 

21 Oct 1959. 

h. 13 Mar 59 designation of single physician as responsible. 
Legal opinion. 
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?ers-A212-ab. 
AUG 3 i 1982 


THIRD ZHDQRSSKEST on NAKC, Pfaila, spdltr 2S-4:£H:pao 7307 C^O) of 

28 Aug 1982 

From.: Chief of Naval personnel 
To: Secretary of the Navy 

Subj: Scperiaental studies of a medical nature involving persons in 
the Naval Establishment 



Copy to; 

NASA Edgtrs., Wash. »D.C. 
NASA (NSC), Houston, Tex. 
NAVA3H«IATCEN (ACEL), PHHA 
Chief, 2ul-7esps 
Chief, 3uKed 
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BUMED-711:takf 
31 Aug 1962 


SECOND ENDQSSEI-iZNT on 1-IAMC, Phil, spdltr XG-4:£H;pao 7307 (4050) 

of 28 Aug 1962 

Prom.: Chief, Bureau of Medicine and Surgery 
To; Secretary of the Navy 

Via: Chief of Naval Personnel 

Sub j: Experimental studies of a medical nature involving persons in 
the Naval Establishment 

Her; (a) MANMEDDEPT, Chapter Z, Section II, Article 1*11, 
"Experimentation of Personnel" 

1. Forwarded, in accordance with reference (a), recommending approval. 

2. The proposed study using human subjects will provide information 
not otherwise obtainable to validate specifications for the construction 
of manned space capsules. Test personnel will be subjected to inereas* 
ingly high rates of negative G of very brief duration,until discomfort 
levels are reached. The conditions of the experiment will be changed 
gradually, and test personnel will at all times be under the careful 
observation of trained Medical Department personnel. No injury to 

test personnel is expected to occur. 

\. i 

C. B. GATXC3AY 

Assistant Chief for Research and 
Military Medical Specialties 

Copy to: 

NASA Edqtrs., Wash. D.C, 

NASA (MSC), Houston, Tex. 

NAVAIBMATCEN (ACEL), PHIIA 
Chief, BuWeps 



BUMED-711:mIcf 
31 Aug 1962 


SECOND ENDORSEMENT on NAMC, Phil, spdltr MG-4:EE:pao 7307 (4050) 

of 28 Aug 1962 

From: Chief, Bureau of Medicine and Surgery 
To: Secretary of che Navy 

Via: Chief of Naval Personnel 

Subj: Experimental studies of a medical nature involving persons in 
the Naval Establishment 

Hef: (a) MAKMEDDEPT, Chapter I, Section II, Article 1-11, 

"Experimentation of Personnel" 

« 

1. Forwarded, in accordance with reference (a), recemending approval. 

2. The proposed study using human subjects will provide information 
not otherwise obtainable to validate specifications for the construction 
of manned space capsules. Test personnel will be subjected to increas¬ 
ingly high rates of negative G of very brief duration until discomfort 
levels are reached. The conditions of the experiment will be changed 
gradually, and test personnel will at all times be under the careful 
observation of trained Medical Department personnel. No injury to 

test personnel is expected to occur. 


•t 



C. B. GALLCTA.Y 

Assistant Chief for Research and 
Military Medical Specialties 


Copy to: 

NASA Hdqtrs., Wash. D.C. 
NASA (MSC), Houston, Tex. 
HAVAISK&TCEN (&CEL), PHXLA 
Chief, EuWeps 


It 
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WllTf o.-.:.;T on SscJTrv sndltr XG-Jjsadspao 7207 (b050) or 23 Aug 1562 


From: Chief, "Bureau of Naval Hsanons 
To: 5acretary of the Havy 

Department of the I-Iavy 
'-Washington 2$ s D. C. 

Via: (1) Chief, bureau of iledioine and Surgery 

(2) Chief of Naval Personnel 



Experimental studies of a medical nature.involving persons in the 
'■aval Establishment 


Forwarded, strongly recommending approval, A rusJens-BuHed-ACSL, conference 
hale 22 August evaluated the hazards and reviewed the procedures with the 
conclusion the work could and should be performed with no Serious risk. 


This data is necessary for future “avy systems involving negative g. 
approved, this work will be performed as 2u..‘sos Problem Assignment 
::o. 005-A2L3-16. 



Cony to: 

I1*.. C A Hdotrs., 1'ach. 2. 0. 
NASA (ESC), Houston, Tex. 

r&VAia&Tcsr (aczl), phila. 
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O IV 


to; r Bocretrry oi the Navy * ^ 

Bepsrtnsr.t of the Navy 

—>« w» 

uVia: Cl) Chief, Bureau of Naval 'Aefpons 

C2) Chief, Bureau of Nedicine and Bur gory 
Co) Chief of Naval Personnel 


)l 0-3 ?,ii* -\-.rn 

f \ - 'V ~:'w A _ 

! naval SPEEDLcTTc*- 
; Ptrmiis cisporcfi cr Inlormol longooge. 

• .vay ca tent .li wi:n cnetoiures. (2) In 
a window envelope isiza 334“ x 33i"I, 

! if eonisnii are not elcuiried 01 confi* 
daniial ot higher i 3 > lo doth ncval end 
1 nonnarol acirviiies, 

1 b packaged SCO thesis of white or ef 
; on* color: yellow, pink, er green. 


Bubj: Bnperimental studies of a medical nature involving persons in the 
Naval Bstablishment 

Buis ccmmanieaticn is a follow-up to l-Z IC Bpociel Delivery, L'nslnssifica- CBGBCT 
Beeler 7207 (-.1039) of lo ..agars 1712. which ccr.tc.iued tie sera request 

as tie present correspondence, but which is unnerstccci not to have been received 
by the Chief, Bureau of Naval *:.*oapeus. 

Approval is requested to conduct the enclosed experimental study "Determination 
of the Effects of lapact, Negative Acceleration cr Human Subjects’* using-'volunteer 
persoanel/bf the Naval Establishment as subjects. Ihe enclosed^stuay was formulated' 
ren the National Aeronautics and Space Adair, i strati on 1 (IAEA) ALCAIC Inpact 
onferer.ee held on 3 August 1962 and will provide information urgently required by 
NASA for the ADCLLG progran. 

In view of the urgency expressed by ItABA for tue information to be obtained from 
this study, it is requested that approval be expedited* 




D? •—ri*ciion 

2nd: Cl) Determination of the Effects of Impact, Negative Accr-leratior. on 

Human Bubjeets ' 


GK), Houston, 2ex. 


address: ^Commanding Officer 

Naval Air Aaterial Center 
* • Philadelphia 12 t Pennsylvania 


<-SENDER'S MAILWG ADDRESS 

• Address repiy; es shown at Jen: or reply 
: bereon cod rsiurmn window envelope 

inoe x 311*3. ii not clautfied os 
esofidennal or blgb»r. 

: a* 5 S(f«*Tie» 


• 4 »-.k.*S i* ‘y 

-vuJ 
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aih cuv; i;ui?:.i::t nocn^cm 

?hii-u-^iiii':ilA 12 , 31. 

Enclosure to UAVLL SPISDLITH?. E2-4;EH:nck 72 C7 (4050) dated 27 Aug 1962 


oetepi-hi-tatio:: c: 

ACCELEHATIO?! c.v irjlili; SUH^CTS 


7H5 nTT-vOTS C? II-7ACT. 135ATIVE 


Orpins volunteer subjects dressed in coveralls shall be exposed to abrupt 
impact accelerations directed through the long axis of their bodies, from 
head to feet (negative acceleration). The A lx Crew Equipment Laboratory 
(ACHL) Horizontal .accelerator shall be used to apply controlled acceleration- 
title patterns to the subject supporting structure. The latter shall consist 
cf a rigid couch to which the subject shall be attached by a composite re¬ 
straint harness vith tie-downs located around each thigh, around the pelvis, 
the chest and over the shoulders. The back of the couch shall be 


tilted to fom an angle of 5 degrees between the seat back and the horizontal 
surface of the accelerator sled, so that the head portion of the couch shall 
be raised vith respect to the hip portion. The couch shall be constructed so 
that on open angle of 107 degrees shall be maintained between the subjects 
thighs and torso and cetvaen his thighs and lower legs, A sufficient number 
of acceleration exposures shall be made using an anthropomorphic dummy to assure 
the adequacy of the support and restraint system before any human exposures ere 
undertaken. 


Accleraticns shall be measured on the rigid structure of the couch supporting 
the subject. Present data on the performance of the AOEL Horizontal Accelerator 
indicates the following relationships: 

Acceleration Level fGl Velocity Change (ft/sec) Onset Hate (G/sec) 


2 

7.1 

270 

3.5 

10.0 

6C0 

4 

10.7 

SGO 

5 

n.s 

1000 

6 

13.4 

1250 

7 

14.5 

15C0 

rj 

w 

15.1 

1300 

9 

17.4 

2000 

10 

18.8 

over 2000 

15 

25.6 

over 2C0C 

20 

32.4 

over 2GC0 


It should be noted that the above data were obtained from measurements made 
on the Accelerator Sled; considerable attenuation of the rate cf acceleration 
onset esn be anticipated with regard to wham the subjecx may experience. 


In no case will any subject be exposed more often than once in 24 hours to 
any acceleration level. It is planned to expose each of five subjects in 
succession to the following G levels on the dates indicated: 


C- Level 
2 

3.5 

5.2 


Gate (196?.) 

6 September 

7 September 

S September II l^SS" 
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6.5 

ov UwOvoncer 

s.5 

12 September 

10.0 

14 September 

11.5 

17 September 

13- C 

19 Sept sr.be r 

15 »G 

21 Sep:enber 

16.5 

24 September 

18.0 

27 September 

20.0 

2 October 

selected 

ore arbitrary and will be modified in ai 

required. 

It is planned to prepare a summary cf 


findings by 5 October 1962. 

1 review cf the literature on lap act nagctive acceleration effects on humans 
showed only a limited amount of dots to be -vailoble. Frcn these data, properly 
restrained subjects have been shewn to tolerate, without untoward effects, 
acceleration patterns having the following Aar. r act eristics: less than 10 G 
level, less than ICO G/sec onset roue, end less then 51 ft/ssc velocity change, 
deference is made to Air Force Pamphlet IF? lcC-lC-4 entitled "rhysiolc-gy cf 
Flight" of 1 January 1961 which indicates a tolerance level for downward ejec¬ 
tion cf 16 G at 200 G/sec, although ehs oil ;inal source of this information is 
not given. Exposure of chimpanzees to impact transverse accelerations (both 
forward end rearward facing) indicates survival without injuries to patterns 
having 2 to 5 times the peak G end onset rates of those tolerated by hunans. 
Chimpanzees tolerated impact necT.-rtive acceleration patterns cf 26 to 51 peck C-, 
700 to 1CCC G/sec onset rates and dureticr.s cf 0.13 to 0,20 sac. Applying the 
sane factor of 2 to 3 to peak G and onset rite, it -would appear that* the toler¬ 
ance limits for humans described above are validated by comparable animal ex¬ 
periments. Mo systematic investigations have beer, reported with respect to 
negative impact accelerations applied to living organisms which would indicate 
the combined effect of various combinations of onset rates, 0 levels and velocity 
changes. 


exposure of suojeets using the method and ecniipaent ccscribea a save shall 00 
done with the utmost care and caution. An attending flight surgeon shall 
personally noritor the condition of the subjects throughout the study, and shall 
determine when and if a giver, subject shall be exposed at any particular tine 
to impact acceleration. She full diagnostic and clinical facilities of the 
Philadelphia Naval Hospital ore available and shall be utilised as deemed necess¬ 
ary. Sufficient information shall be obtained prior to the study on the normal 
physical condition of the subjects (including Z-rays of the spine and skull, ana 
electroencephalograms) so that changes jdsich ney occur can be detected before 
they lead to serious or.irreversible sequsiiae. In no case ’.111 a subject be 

exposed to the test conditions when he is unwilling or expresses appreciable 
Discomfort. Continuous electrocardiograms, before, during ana after each ejepsure, 
shall be obtained, and such other procedures shall be followed to gain information 
regarding the subject’s condition as are considered appropriate by the attending 
flight surgeon-.- Approach to more severe exposure conditions will bo made 
caunicusly, with close medical monitoring ar.d repeated assessments of the safety 
and veil-being of the subjects. Procedures outlined in ..riiclo 1-11, .-.anusl of 
jhe iCeoical Department, 1962, shall be fully complied with. 
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MEMORANDUM FOR : THE RECORD 


CXfi ^ axatf.s-4. 


DRAFT 


29 May 19o3 


SbrJoCT 


: MKULTHA, Subproject 1*0 


1- The purpose of this subproject is to provide for the con-_ 

tinuaticn of investigations^, progress involving utilization of 
huran volunteer subjects p-n-i the services 








/ F-P 




c 


- 2 - ■ 


protocols and conducting under controlled conditions, 
pharmacological and clinical tests in human volunteers 

of specific chemicals, biochemicals, arid biologically 
active materials of direct interest to the Agency. 

d. Perform, professional services on request, 
b. The proposal indicates the nature of the investigational 
program being used for cover purposes. In addition, pharmacoiog- 
leal and clinical investigations of Agency interest will be con¬ 
ducted; these investigations vill encompass clinical testing and 
feasibility testing of drugs affecting human behavior. Other 
activities vill include assessment and feasibility studies on 
c overt mar king systems. Seriological and human blood group 
identification systems vill be assessed to determine their feas- 
ability. 

5- The funds for this project will be transferred directly, 
{vill be reimbursed for expenses and professional 
services rendered. 

6. The cost of this program for a period, of one (l) year 

beginning 1 April 1963 vill not exceed. .$£0,000-00- Charges should 

be made against Allotment ho. 3—5-139C-3SC2- 

7- The principal investigator vill submit Invoices and be 
reimbursed accordingly. 


423 





- 3 - 


required for the program. 

9- It has been agreed that documentation and accounting for 
travel expenses which are reimbursable shall conform to accepted 
practices. 

10. It is agreed that technical reports reflecting the pro¬ 
gress of the activities vill be submitted at mutually acceptable 


intervals. 


c 


holds a Top Secret Agency approval. The 


Project vill be unclassified. 



TSD/Biological Branch 


Distribution: 

Original only 


Attachment: 

Proposal 
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jn-:Ai»>UAUTKi:s. 
I’KI’AISTMKKT OK TIIK Al:MV 

W.vsuiNirm*, 12 Jiir/iiv/ UHi,{ 


Alt Ml lilltl l.UmMC j 
Km. Mi Jl7 I 

MKD 1 CAL SKKVICB 

UADI0IS0T01M5 LICENSE PROGRAM (HUMAN USE) 


Kvilir.N |. CCNHIIAf, l*irtenu*li 

|*itr|**e and *••**!«•• . , 1 

ln.finlMmi u( irrtir* . ... . 1! 

l(H|«rttKiM|||lm.. . :t 

IM|-«rllnc miMlnwulH.... . *t 

1-lnfiM* n|>|ilinili(*<ni. ....... . JS 

I'rnnin**m*iil «f .Uumlf Knpfcy Conmdx*tiHt modniUm* mid fi.rnt* .. It 

ii. iNSTicr«-rM».vs for «'i»Mri.mNcj i.trKNMK .mu.irATu»NH 

AK(S Form .*113 (AftftUraflt’ii fur ltjr|iroili»H Mfitrrlal Mmwi. 7 

AKIJ Form .11,In i AppllcaIItm for Kjpr»*liMt Mnlrrl.nl Umise- Supple* 

m«il A—1 luttimt Km?)........ X 

ArrKKUit. IIAltmiROTnri: (*nMM1TTK« 

Tamx I. A«*fP|»tnl»lr ItadMxifnjir* f«ir llumnn IW 


Section I. 

I. Purpose mul scope. /*»o/wjw*. These reg- 
ulntimiK •• 

(I) lVrsrriU* jmlirii*s amt prucrdiirrs f«»r t)io 
Iiiifiintt list* license program. 

(i!) ICstnhlish I ho procedure f«»r I Iks rqmrt- 
Ing <»f milJoifattoiMV hi hiiitum urn ac¬ 
tivities. 

(Z\) I'*tinnsli gitidntire to major oversea com¬ 
manders whose un-diml treatment furdi- 
lies niilHtiln llii* 1 'oiled Stairs nrn nn- 
tlinrized to njtcmin use rmliotso- 

<n|«* programs without Hit* mjiitmncnt- 
fnr n license from Hit* P.S. A to mitt 
Kiiensy < *0111 mission. 
b, AV«»»r« These regulations. - 

(I) Apply to nil Army inrdiral Inn Intent 
fiirilitira located in n Stale or territory 
of IIm* t‘idled Stales, flip Dislrrrt of Co- 
Intnliin. «r tin* (\iii»nwui wealth of hirrin 
liini. 

I*> Apply to major oversea eimimandeni as 
follows: 

( 1 /) Applies to insinuation* and nefivilies 
assigned to major mersen eomtiinudrrs 
\\ liirlinrr Inrnled io an arm whieh falls 
timler AW jurisdiction. 

(A) Major oversea eummntulrr* will adopt 
smelt |Kirlion* of these regulations for 
installations and netivifies outside (he 


CtHNEKAL 

(fluted States as an ntrtssnry lo in- 
sum the continuity of professional 
«|ii:i1i(|i*n lions nml nmiitlennner of 
ntrrtniL documental ion of the I mining 
nml exj>ern»ii»*p of tlm individual rndio- 
isolojn* user. ('Hiis ollieinl reeoril of 
professional <|naItliraftniiH must 1 m* nr* 
ceplnltle lo *l1ie Surgroti (ieiinal nml 
IIm 1».S. Atomic Knrrgy < 4 oiuiuis* 
sion wIipii nn individual is reassigned 
to Hip United $tnlesnr that "iHi«ni|ilii' 
i*nl nn*n when* nuliiali^ii^l liyprtnlin'1 
materials am licensed l»y IIip l\S. 
Atmuir. Ktterpy <*«mmission.) 

(;?) I Jo tmt apply to the use of e*pti|itiietil 
generating jniti/.ing nn lint ion l»y cler* 

* triml means for dingm»stie«ir lhrni|>eiili»: 

procedures. The pmvtMimsof Tl* MMl> 
fi'2 {/Hat/no*fir X'lbtif }*rtitrrf/on) apply 
for 11 W* of tlin^mistie X*mv e* ji iipn 11 * 11 1. 

2. Dcfinilion of ternu**. K«r the pnrjaisi* of 
Hipsi* tTfpihtimis,Ilm followinsrilelinilimisapt.li • 

•t. fli/prtt*fnrf wttf*‘r+*if ;*. Mentw any mili*»n*‘il*.e 
ninterinl (rxre(d sjHvial liu<*li*ar liinterial) yirliled 
in or inn ilt* ro dinar I ivi* l»y i*.\ jhisiut* In Hip radin* 
lion inrident to the persass of proilitrin*; or niili/.* 
i»^si>iH*ial ni»**lt*nr matermls. 

b. iVymW nurirttr Wttfrrbtf. lMul«Miiiiiu. ttr:i- 
ilium iinri. uranium nirii'lint in (he ttii|n|n* :NC*. or 


T.MJII MM .ItN*. ;*•» ini nn 


I 
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any otheruoilerott which ihelhS. Atomic Knergy 
•( *tiiiiii!ivsi(iii dr'ermine* to Ih* special ttuclenr 
material. 

r. «Vc«/#•/ .u no»v*. Aliy mulcthil that 

)siiirtiN i il,nr is In U* used iit. n container in a man¬ 
ner in!••mini to prevent leakage of the radionc- 
li\i* inah-rml nr any of its daughter products. 

#/. //miiwu iiv, *rh«» internal or external mliniit* 
i:4 ml ion of radioactive tiialrrial (byproduct. ma¬ 
terial or o||ierwi**e) or Ihr railialion |herefrom, to 
Imnmn being*?. 

r. /./«*r»t«r. A liii'nvo i^nwl hy lli** I f .S. Month* 
Knrrgr f omnir-'sion. 

tU Itcspmisihililics. o. 77<r Xitryrttn ffcncrtiL 
Tim Sitrgi»on ticm-ml is rrsjsmxihh* for stair sn- 
(tcmsinu of this program and ndniini'dmtive np- 
pn.vnl of lirt*nw*s jtcHniiitng hi litniinn use- «f 
piliiiaHiviiiiiiili'ri.il. Ho will s|»e«*ilirnl!y-— 

(1) Ih^njitutln ntciTuttl trcntioctit faeitifirj? 
ntil In 1ri7.nl fti list* rmliois-nlojics for human 
1 isn ami provide dinguitslic nud/nr thera¬ 
peutic rndioisoio|>e services. 

(2) Provide jtoltry guidance mid nd visitry 
sji|»]hii|. l» Army medirnl In-nlmont 
facilities. 

(3) Itrvirw nil lincnsc np|ilii*nli»nts for h twin it 
use of nulinisol<»!>«?. 

( f) Mniutnin a current list of approved imli- 
\*iditals ‘ {users) ami radioisnin|y*«i for 
which 1he users are approved. 

(5) Plan for n tong-range st'ionlilicnlly ori- 
01111**1 ttml integrated program whirh hi- 
eorjHimfrs nulislie roptirements for 
(milting, const ruction, mu! <«pHpiticitt. 

(<*•) Perform, at h*asl mi nu annual basis, a 
survey of nil aspects of radioisotope na¬ 
tivities nt licensed medical treatment 
facilities. 

{7) Appoint. a lln(li(ii»tl()]xt ( ommittcc to 
assess l lm (intern 111 hy evaluating the min¬ 
utes in the letter rrports of tnrdiml I rent - 
nient facilities using m<iioisolo|K*s, snh- 
tniftetl in nn*onImu-ct with (mragntph I, 
survey rojHirts mitt oilier available data. 

b. M»i)or nrrracH* rnm minuter*. 7 it army com - 
‘fminrfcr.it, Commamthuj (1rnrmt. Military PMrirt 
of Washington* l f J< m Army; Commomliny f/m- 
rmt, tf \fi. Artuy Male tint t*omniamf t amt other 
.ir/Mro/o mm nt aw IrrA ha rin y primary rf.i/wwt* 
bility fur mmrrh imtl ilerrh/imcnt projrrlx t or 

2 


t•'•'hithut! ttjtftutf/tutJi. Tilt’S! eoimna im lets w it! Im 
reepoudMc f**r insuring I lint commariders of all 
installation* ami activities under llioir jnreulie- 
lion -- 

(J) Art* provided with the prn|H*r milltorizn* 
timi, including vntiil AK(* liretisn when 
applicable. |*ri*ir lo procuring or using 
railitta«i ivt* tun terial or sources of ionizing 
radiation for the purpose of ruiliatioit rt 
jHisitro of human lx*mgs (voltmleers or 
otl)ervrisn),nsS(MMnl<*tl with military proj- 
rr.fs. 

(2) Am provriletl with ntli^jnalr nmtiis amt 
jiromthires for saf«* hnmlliitg of nulio- 
nelivn tun lor in Is. 

(3) Have nrtpiiml a writ ten. approval from 
the See rr I ary of I he Army {A I? “o *Ja, 
2(1 Mnrrli 1!M»2). prior In I hr sulunissioii 

of li«*eti*^* npplM'ntion for htminit ns**. 
wlu*n volunteers are !#i In* tistnl ;w r\|H*r»- 
mentnl res**nrrh suhjerls. 

<r. The mmmamlrr of rack mn/irat in*taflu!hut • 
or trrti/mmt facility, 'lliis mmmnmlcr is n*s|Hin* 
sible for nt| asjKn’ls«»f Iherailintion program with¬ 
in his rontmauil, ’Hiw res|u>nsihi?ily inelmrrs, hut. 
is tint, limilrtl to, (he folio wing: 

(!) IiiKiire that the miHlhul Irendtieitl facil¬ 
ity mnrerneil has Ua*n usugnrtl the mis 
Sion 1»v Tlio Surgnm («encmt to jintvhh* 
diagnostic nml/or ihenifietitio mtlii»is*i. 
lupt saervhfs. 

(2) Insure tlml the tm*i1i<*:il Ircnlmcut facil¬ 
ity aa the applicant for au AK(5 lirrnsr, 
oraaa lirensetl tneili<*al treat men I facility 
(iroviilrs ntloqunlc support for the human 
use activity to iitrlitths—arcmnmiHlnlions 
for clinical cam of pat tents; avnilnlulily 
of suitnhly tmiuetl ami e*|xtricnrr«l |K*r- 
smmcl; avnitahitily of pr*»jH*r equipment 
such n h liamltiug devices, shield;^ menstir- 
ing nml monitoring instnitucnls: mul 
slmidanliy.nl i>(n*mLiiig pro«*odures f«tr 

. the prol eel inn of Imtll It mid safety in all 
asjiecl.s <»f the medical trralitienl facility 
ojicniticm. 

(3) AptMttnL a mduiisolojKt vommiltco which 
will l» ih*signnletl ns u.ser on ilia lirriisc 
of Urn meflirat (rmtiiient fnrjiit.y. 

(•1) Insure Mint Urn individunt users of radio- 
isntojtcs within tlm facility nml «u*h nt- 

*TA<m w;a 
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rli**i***il»il*e ii**il will lie n|i|ilnnil rim I 
*'nlllr*ille*l hy till* Ihtilif lisiil <>]K* ('ll! 11 111 iI• 
In* ns till* lii*»*iisril user in nreiirilnnvP witli 
ni|iiimm'iil.t ns .“liceilieil in limning 
liriHiiliircs mill rr;*iil.*ilmii*« nf llip Il.fi. 
.Mmnif tinerjiy (*iimiiii<-*-i**ii Hills in, 
I' 11 * 11*111 l**e*ler«l Ilei'iilat hurt *ni*l IJC. 12 
“Tilt* Meileal l*se nf* iin']iiii*iiln]«**i - 
l.n’iiriiiiintitiiliniis mill llispiiremeiits hy 
tin* Atinriii* Kln*n*y I■•imlniwiiin"). 

tt>) |!i*vii*w rn*lii*i>*il*i|H*|im;!nmi ari*l sitlxnil 
re|sirlsnit*l *l:iln in mvnrilate-e v.ilti pnra- 
n|W|lll I. 

(•>) Insure dial, enrli user's L*<M file reflerlii 
nirreul qimlifir-itiniis nf llip iinliriitnnl 
user, mil) dial (hi* mfm-matinn remains 
it ponimtieril |Kirli*m of Hint lile. 

(“1 lYrfnrms tviltiin reitsmi nr [ipmiils llm 
|f.S. Atomic Ktierj*y Cmnmixsion in per- 
fnrm snrli leslKur inspeeliiinetmlhef "««n* 
■iiiminii tlreiiis appropriate nr nere*.xnry 
f»r llm niliitiiti.-lmlinn nf llu-ir n*giifci- 
Iinns nil railinisnlniM'P. 

il. /iV/i,e.iilii/ic /'niiimUlir. This etnmiiillm 

will ft insist *>f die t’liief nf Mriliriiip, Hie Chief nf 
l , iillni|nt*y. Hie Cliirf nr Ihiilitihi^v, Hit* C'l,ii*f nf 
Ihe tSml<iiisnlii|ir> Clime, ami n rmlintiim |i|ti* 
Irrlintl iiltirrr nr lirallli plivsirist. A tniitvnliii|» 
inrnilcr nf supply nml serviis* is nmnilatnry. 
(Illirrs may lie ilii*ln<Nil til tin* ilinTrtimi nf llm 
Ineiliml tnsilinml farilily miiiiiiaiiiter. Af ne‘«li¬ 
ra I Irmlnirnl farililirs with limilnl ijtinliliml per¬ 
sonnel, tile pii|iniwi)ii|ie ntnimillix* will ninfiinn In 
slnlr*li-*ini|Misiiiiiii In I lie erl nil dial |iersiHiiirl per¬ 
mit. I tinier lliis eirniiiislmirr, one iinliviihtnl nn 
Hie ctniiiiiillre may serro in a iltlal rapacity, 
‘lliis nHinnillee will have lire fnllmvinj* rraponsi* 
hililies: 

(1) lievieiv anil grant |H*rini*siiin fur, nr ilis* 
approval nf. (In* ins* within lint nmliral 
lrrnlns‘nl farilily nf liyprmtm-l ninleriitl 
frmn the 5 lninl|Miriit nf rmlinhigiral 

’lirallli nml safely anil other furl tintestalv 
lislieil Tnr nmliral llm: nf these tiinlrrials. 

(2) < Vrliry inillviilllal iisrrs for raeli lyjs* nf 
pnmslure with enrli iinliviihml rnilinisn- 
l**|«* nml itixitrr that n rnpy nf siieh rer- 
liliealinn is plnirtl in tile appropriate 
Users* 2tl| lile. 
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(•*1 1*n~*Tt(N k -jieeiitl i fimli I inns which iiuiv It* 
iiiiiw>inrv I** include. 1ml no! tcmtl«*«1 to, 
iitMtfal train* 

inir. r*f mdinlmn times. hwa- 

timi of rmlmhu>|H|K» u<t\ wnsli* 

;ttt«I prob'd in* incnvims for |*er- 
in 1 ‘niv of |nil trills. 

(ti I'ciiew ntnitls am! tereivr rc|»nis from 
lilt* notmtogicnl prolrcliini *illirvrtir ollirr 
inilivhlmtls irsjMnmilili* for In* It It awl 
Kafr pm cl ices. 

(3) Krcmninciitl .t.rredhe nd tmts when 
ini lien Ini. 

|l») Keep mi t.liicirtl record of its ndimis. 

(7) Mtiintflin current rrmnlsof I lie training 
of approved iisrts.ttocimiriiliii^iltctpmii* 
liralimK nml liiiiilatinns of each. 

(HJ Mmitlniii dala for tin* rrtpiiml V«y 

j*iragmph I. 

*1. Hepnrting requirement*. The Mlmving 
rrjNirls will l*o prcjnmtl: 

If. Hiiifitttknfttjva in //miititl .| rti /iV.’.V 

,VA7/-/f/r. rtmnunmlrrs of enrli tnetHral Ifrnil* 
tnnul facility ItntUsl in llm tlnihnl Slnfis ami llm 
nf PtmHo Kirn having ilitt^miutir 

orllirm|K*ttlir mtlioisato)mKcrvit > n will pr«']mrrllic 
rejsiH rtivrritiu the |*ori«»«l «f tnu:h rnlctulnr 
qtntrlcr. ]»r|mri will 1m in nnrr.ilivc fnrtu nml- 
wilt Is* «II>patclti*il llirtiu^h i*oiuiiiain| rhnitm*ls In 
.'llm Surgeon CiiMirml, iV.pnrliiiciiL «>f Mm Army. 
A'lTN: MKill'S Pll, Wnshitigimi, 1M'., 
hy (ho lath wtirliiitgtlfty fnlhoviitg I he cltiN»f»f the 
rr|»nrt ^utoh! nm! will contain nl len.*M the follow • 
in» infonimlioo: 

(1) I'ojiy of (he miiuili*s «»f each rmlidisJnp* 
eoiittnitleo nieelitig f inelmling; n fwonl of 
nil actions taken hy llm eommilfr**. 
Siiecinl earn shutihl Ik* lafc»*u to itwltuhi 
fnmialixtKl nHtims thnl-- 

(n) iVrlify rneli initivhhml for eneh new 
nsn of rtntioisti<i{K% 

|/»| ApjsMiit a rmHtiimn pmlwi h»u iill«w*r. 

(2) Copy of I he l mining nml ejs|**rirm*e r*v- 
ortl of eneh imltvhliinl win* isnti approve*! 
ibrr tiT miliuisdlopy (AKC Korin 
(»nge.*»| nr np|sttn(t*tl n rmlinlimi prole*** 
(htii nllii*er. Afler itiilin! m-*u«l is Mile 
milleit,siilisii|tirtil rejMiri wilt itieliiilemiv 
rhnitgeH in tpialtlical t«m*ior in i*cri ilimlout 
(hiring (hr ri»j»nrl |K'rio»l. 

n 
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Notification of :ilI changes in iiirtnhershtp 
of radioisotope commit I «k*. ICn«*li m*\v 

• mcndier nf (In* nunmittce 

will I ip documented ns In S|irritie Imm* 
tug mid exiieripner. 

(*l) (Jtinnlities of rndinisnlo|H»s procured, 
tired (p.xpIumvp nf volunteer HI* nrlivi- 
lirsK and di?pn«cd nf during the |**rind 
mill in storage end of |*ortr**l. 

(ft) List nf |inxriluris with dovngn Tor each 
rndmisnlnjm used during (tit* |H\ri«id* ftml- 
varies from llm dosage range listed in 
I nf llm appendix. 

(t!) Informal inn on unsolved problems, new 
nr improved developments, nr eniniuenls 
mi llm siipjmrt rpmli'rwl In* '11 ic f'tirpHiii 
(icurrnl. 

7>. Itutfltti\'tif/i[irx in Uvmnn f*V - I Wmifcrr /»/) 
afth'i/irs. A’/'X «VA7J»/ftV. Itidvidnals ur llm 
mintiintidersdesignated nsn liiftisn* fnr ftrc^wn'h 
nnd development project which utilize* any mdin- 
i*ot«»|H*s in IniTiimi hw vnlunlpfp nrlivilies lomlwl 
in lltp 1 7 idled Slnlps mid Ihn Comm mi wealth nf 
Puerto Kirn on completion nf Uio project- will |>re- 
Ittiron linn! nnrmlivp rrjwirt consisting of—* 

(I) * 11 ip human itw rntitjuntenl of Hip project 
In include*, 1ml mil lx> limited In, n de¬ 
scription of llm volunteers, ns (n wiiirrn, 
ngr. 5a«x, nnd tnimlipr. 

♦ (2) Procedures used. 

(.1) DiisipN itiviilvnl, nnil 
(t) Evaluation nf I lie Uilnl integrated lifc- 
f.iuip dose rrcrivrd liy eneh individual 
prior fo nnd follnwitijj thr experiment. 
I*e|Hiii will Ik* pnhniifted through nnn- 
mnml eli.-mwls In The .Surgeon (irtieml, 
ATTNrMEUPS PC), Department of llm 
Army, Washington, 1 ).(*, 2031!», within 
I:" calendar days nfler completion nf llm 
project. 

5. License applications. Applicationti fur liy- 

pn*I«le| material license fnr hmnnn use will lie 


submitted on AI*.l' Korin 313 (A]i}dir:ilinn fnr 
Ky product Material htmtso, Supplement A 
lltinmn l ; w*i in silllirieiil. ntlinlicrs so that. si.\ 
copie*: mil signed anil dated) are mviuil hy Thu 
Surgeon di'itmtl. 

C-hisA 11 medical installations and ni'livilii^ 
will Kiilmitr Miidi npplirnliwta direet In Tin' Stir* 
goon Cleneml, ATI'N : MKHI’S -PO. 

b . Class I medical installations will stilnuij np* 
pliritlicms through command channels to 'llm 
Surgeon tlwmntl, ATTN: MKDPS -PO, 
r. (tommnmlers respimsibln for fijiemlii: research 
mid <Ie\*id«i|micnl projects which rc<piim KceiiM-s 
involving the human use of rndionclivn materials, 
that am disassociated from medical lira!input 
facilities, j»a lien team, or diagnostic nr lltrmjMuil in 
ran*, will submit license applications I It rough 
coitimmid channels In Tim Surgeon (trncral. 
AT1*X: MKDPS PO. Adcijinitc stipjMuiiug 
documental ion covering I he training nnd c\|h- 
rtenm of pefsntiiiel involvtsl, SOPs, plans, ami 
olttcr |K»rlim*nt data is etsvnliat to jirmtss llm 
npptimtinu. Pinvl. coi*it»si>oiuleiaT with Clio 
Atomic Kner*rv I*nm»nission in license applitm* 
lions is itul nutliori/.t*d. to reply in rnrre* 

H)mii(lenre i nil in If <1 l»y AK(*; informal inn en|iics 
of nil sn*‘h c»»rrespi»mlenrr will Ik* forwarded hy 
I he nit mi i a n dcr enitecriird In 'Hie Siirgmn (Seiiern I, 
A*n*N: M KlJl’S Pu. The use of h»»pm|K’i* 
ctlmn lie Is will reMill in nm.sidcmhlc dchiy since 
AKC' will ret urn the nppliention fo ilia npplii’aiil 
plirsitaiil fongnanncMt with The Surgeon ficiierat. 
(iiiidntin* to the applimtil iti completing license 
nppUrntinti isprnvidctt in srrdnn II. 

(u Procurement «r Atomic Energy Commis¬ 
sion regulations mill forms. Supplies of the 
Almuir. Knerg)* Commission rrgnlalioiisnud hlank 
tonus iK»rtaiuing to Ihn uso nnd litriudng of hy- 
pitKlurlx, sj>ecinl in teller or wmree mnlerhd limy 
Ik* nlitnimsl ujHm mfttesl from tins U„S, AI omit* 
Energy Cnimntcsmn, Division nf r/iiTiisiug ami 
ftrgitlntinti, IVnsI liugltm, !).(*., l*t). r i|n. 
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AH 1(1-17 


Section II. INSTRUCTIONS FOR COMPLETING LICENSE APPLICATIONS 


(llem IMlliilmS keyed lo formal IiliK'k iiiiiiiIwx of AK<! Komi* ftI-l amt -Kin) 


7. I'd I’m AKC.ll.l (Application Tor Iiyproducl 
Mnfrrinl License). 

it. I trill t (it) Xillnr’ twd Sitrrrtilflrexn ttf ,\ ji- 
Jitlnmt. Enter tianm and nildrrss uf fnrilily. 

h. Item /( k) - Street A'hirria(rii) tit Which tty- 
yriiitnet Material* Will lie. t’xeif. Srlf-explinm* 
inry. 

lit in .* /frjxri Imrul Tn ISi/penttui / . 1 /./- 

terhit. Inil <li'|>nrlnii'iil!> where isoln|mi tuny 
Ik* used. 

it, ftrin .1 f'rrriuii* l.iernrr .Ynmtieif*). Setf- 
e-cphiinlory. 

r. Hem / t Initiehlual ft*er(*). Killer s(itle- 
1(11*111, “Users will In* approved l.y dir I’niliniwi- 
Iiijm* (‘oimiiillcp.'’ 

/. liemti- -IMiti/iim Fmtrelinn OjJieer . Killer 
slntcniriil, "This ofth-er will lx* appoinlnl liy IIir 
I tadioi>sofnpr (*‘HrilMif(ii*.*’ Ttiinolfirpr will Ik* Ihc 
l«-t •pnlili"*l individual nvniktlilr amt his duties 
•in* •*»Im- r-|Hfili.-.illyassi-ned. Siilmnpirnf rhnnges 
ill personnel must Im rvjtnrled In 'lln* Sitrpntm 
(Ji'itiTitl in tindirtlntir*' with provisions of ptxm- 
fjnipli I, ;>iviiijr i|iialili<*:iliniix of Hip tTplarriiienl. 

•t. Item /?(«) Ilijjiiiulurl Material. Killer 

slnli-niPiii •’.’■'et* irirhwiri*_I list »f nivppl- 

nlili* radioisotopes for lininmi use, »*o folds i. 

h. Item fi(h)~ f!hrwirnl imil/or Fhymcnl Furm 
iiiul Maximum Number of Millicurini of Each 
t 'hriiiiiiil uiiif/iir Fhytinal Form that i'liu wifi 
/W «at Any Onn Time. Enlpr nnv ilrm wliirli 
Im*. Ia*t*n i*s|:ililMied l.y nili*|liafe uirdii-al rescitrrlt 
mill uni Ik* supplied liy nn nppmvpil nirdirnl ilnij* 
<iir|Kirolinti. Knell i.**ilo|Xi nlmtilti Im iurlmiml in 
mill mil. rxrprd IlmL quantity lislnl hi (nidi* I mi* 

tax previously licensed or justified llmuigti mr- 
mi|*iiin|pnpn willi 'IV Stirgrtm (ipnrntl, A*ITN: 

MKill’S I’O. 

i. th in 7 ■ Dexrrihe Varya** fur Which lly/nmt- 
net Jfiih riufit trill he. I'teit. Knlrr stnlemml “Sen 
.yiifiplf*iin i til A (Komi AKC.'ll.’!:i).’’ 

j. thin 8 -Tyfir uf Vniiiiintf nml item !i~-Frr~ 
/urirurr With ftnil/tifhm. Initinlly fI ir Imitiinjj 
of (In* iiii-iiilirrxiif llm KndinisolopoCoiiiiiiiHcc will 
In* si il it nil (io I. tfuhsnpient rlinuj'rs in itersniuirl 
nf istHo|M< inininillcp will not mpiira nn ninend- 
liiplil lo lirvnse Inti nillsl Is- rejnirled lo Tim Sur- 


-ism (ifiirrnl "ivio" ipinlilimlinus of tin* iepl:i**o. 

iin*iit. Spppam-mpli*l. 

X*. Item til. Itiiiiiiitinn /I elec I inn I mfin in. /*/*. 
I.isl nvnilnMi* iiislmnipiitiiliiiii. Sopliislii-alnl in- 
slnmtPiils of :» nipiliral ilin^jmiKtfti lyp* mini Im 
nvnilnhli*. Survey tiiMnimvnls of a lnw-li*vi*l 
i-npnliilily innsl also Im present for roiiilio-lini* 
surveys of llip vlinir. for coiilniniiinlioii. Tinas* 
survey iltslniiiteiils iniisL Im latltlimleil at lens I 
every ft ninitllis nml afler pneli llinillll-nalii-n pm- 
lanliin*. or Imllerv vlinnge. Tim vnliliralion slionM 
iorliiile it vIipi'I* of nl least II points on eneli sea It*. 
I r >« of elieet; snnri-ps iiirlmlnl willi inslnmieoi*; 
ilm*s not mnslilnlo n raliliralimi. »i«I. raiijjn ill* 
slnniH'iil.H must Im nvailahle for lii-Ii Invel j>aiiiin:i 
rmillprs snrli as fiolil I!lR nml [ihIiiip l.'II (IM 
l(W, not nrreplnlile). 

1. Item t / -‘-Mrlhttii, Frri/iieiii'/f % nmt Sfmrhint .1 
I'red in Ciilihniliiiy hutivinrnlx l.hhil ,-IW, 
Item 12—Film Itnrli/re. llisiiuietere. unit It in ,|jw>o/ 
I’rureiliirre f/mf, nnit Iteiii ltl~ ■F.ieilllicx tin*/ 
Ryni/iinent. Sel f-explnnalory. 

in. Item I}-, /.‘mlhi linn Fru/cr/lou I’rnyr.i.il. 
A «|i*liiile<l stniolnnl o|M*ralinp pweilma* will Ik* 
siilnnillnl iliao*ril»in>*iiiPlliiKlsof mill ml, fniii-lioiis, 
mol nmiiiln-rsliip of (Tie T{nilioisolo|K* I'oiiiinill'-p, 
o|K*ral,i(in of rni|ioisolo|ie pna’iirenipiil, nseitiot ilis* 
joisal, pmln-linii pm-rani mol ninlml. Iioli* 
viilnal nmiips will not Is* nsnl in (tie ilevelopinenl 
of litis ***f II* lint ri'S|»msil'ililii-s innsl In* assi^tie*! 
I>y military or rivilian imsilion. (’onsolemMe 
linn* and iairres|siiiiletna* Imve lm*n iK'rasioni'il in 
I lie |iasl reviews of iimise appliral ions due In liieli 
nf pmifram nsirdiiinliim urdivmmiiilnliim in Ihe 

following areas: 

(I) ir*/*i‘ tre/iny. ’Jills is rnpiiinl ihi all 
sealnl sourrrs every ft mull Ills. A |»*rson 
lints! Is; ilrai^inimt tiy ]*isilinn win* will 
Ik* rrs|Kiusili|ii Tor Jin* |M*rfor>nmin> of 
llie wipe lesl. lie innsl have ailrtpiah* 
l miniiiyr ami kiniwlnlpp lo know lonv l*i 
|K*rform sneli a lesl safely. I’r*«islnn-. 
for |K*rfoniiiii>r llip test innsl Ik* jiiu-n ami' 
tin illsInilneliL willi llm rapaldlily of do* 
lecliliKO.IIIKi niirrornriesof ni-Jirily innsl 
In* Mvnilnlile for mniiliii|*. St r.m til mi I"* 
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Alt 11^*17 • 

I«*tn applicators nrc rmiMilitril ns scaled 
sources. 

12) /./«/.« anti n-rtitih. 

|.r) AK** Kortit II (Notice lt» Ktnphiyrcs— 
Standards for Protection Agninsl Kftdi- 
mi tm) in list Ik* |iosl«| in n conspicuous 
location. 

\lt) AK(T Kfirin *1 {Occupational Ktlerunl 
ISndintinu Kxjxisum History) nmi 
Komi 5 (f*urrenl Occupational Mx* 
tcninl Radiation ltx|MMin*) must lm 
maintained. This .record should :«l**o 
Ik* entered on IH> Form 1M1 | Itimnl 
of to Ionizing Radiation) in 

flmirtbiuvu'ilhAli 1*1-131? 

(c) Tho license nml flic* facility S(>P must 
Ik* {Misled nr readily nvnilaliii*. 

(//) Inventory must itutiiifttinrd of each 
nt«liois«ito|m itwvpil, u<ed, lost 
through ilirny, or disjuised of. Peri- 
fwlit* iiii’Piilnrv tcilnncn will l*c deter¬ 
mined at frequent intervals, depending 
U|ki» lilt* magnitude of I lip hiilf-life of 
tin* isolojx* in uso, siirli ns inoutliiy for 
Iodine 131. JlA KitrniX 212 (Narcotic 
nml Cinilrolhl Drug I5c*nnl) mnv lx* 
adapted f<»r lid* purjHisr. 

(v) \Vijn* tests records will l«* kept im a 
cm recent»vc* rut ry lug m«I I hr remm-nldc 
firtivilv must. Ixi recorded in micro- 
curies. 

(/) Instrument logs must Ik* maintained in¬ 
dicating calibration nml maintenance, 
ft/) Results of surveys must In* maintained. 
iV/j/iia. tW Wr»Vr*. lsolo|»cs must 
Im laUded with tlir rmlintion slicker of 
Tcllmv* nml magenta. nml thr isofnjm nml 
* mitivity ns of n certain tlnlr* jKTiror unit, 
must I»r rrrorded on lint InM, Tim slur- 
nun nrw shmitil Ik> nwit mulsi'gri’gniMl l>y 

type. Gamma emitting isotopes most In* 
so stored I lint, thr mtlintion lave! ttf thr 
edgn of {hr storage* area dues not. exceed 
2ntr/!ir. A largesign M ( nut ion — Rudiu- 
nrtim Mnlerinl** must In* |msled nl thr 
stomp* arm (Title 10, Osle of l»Vi?c*ml 
Regulations (j»nrt *20). nml A It 3X5*311). 

(•1) Morkivv enn/rnffrd orr,j- - irhri\ tAiwuw 
. emitter* arc vxrtf for Meyw/o/. Any ac¬ 

tivity !nexrrssof2inr/hrinn potentially 
orrn|iirtl area is consideml to Ik* n mn- 


tmill’ll area nml will hi* marked wit it «|»* 
prnprinii’ signs or sy in I mis \ («) above). 
Tin* radiation n| (hr skin surface of I hr 
patient w»H 1 k» measured nml recorded so 
that mu sing nml other appropriate. por- 
Sotiurl fan l«* pn»|H*rly rnlvisil regarding 
instil tiling their arliriiie*; in i-Iom* ns atri¬ 
al ton evilh l tit* patient. NiirMsaml others 
raring for this fyjie of {Kilicnl should he 
informed of thr hazards of radiation »ml 
iiioniloml hy film hndi*e*« «»r dtedmefers. 
Visitors should U* wnmetl of the radio- 
artivt* ntalerinf nml should In* nslpiHwl 
to an area 1«»1o\v 2 mr/ hr. I .ead sliirhling 
may Ik* m|iiirctl. If thr tltisr mti*s in 
riKtinsa«ljaiiMi< f»tin* {mliritl mi*t*t|iinl !•*. 
oraltur ;!mr hr. these nwnns slmuM o*it 
Ik* cireiipin! I*v |»nltriits. 

«. Itnn fit lf.«,V /^/ww»/. AVnsIrs may Ik* 
i1is|N»st*<l of hy hnMiiig ami j>erioiltin*r tumplrh* 
tleray. then tlisiKisul of tin* no hinp*r mih«* inn 
trrial. lihpiitl wastes may ln*ilis|Nisi*t| «if Ihroiiglt 
Ihn sanitary sewer prnviiliug the rrtpitrt’iiii’tits of 
tlir <*4Miet»f Kn|i*r.ii th‘guhi(inii<. lith* Ill. pall •*«. 
am turU Solitl ratlitnirlivo wasteseaiimtl In* hnrirt! 
«»r hiirurtl wiMuml sjnsiil pemiissttni. I>ispt»-al 
should Ini 111 ntv«»r*lam*r. with A15 755 .180. Title 
I**, part. 2ft, Cinh* of Knlrml Hrgnlattons states 
that AMt * approval fiiust 1*r gmnttal lipforc »lis- 
|Hxal t»f radioaelivt* material hy incineration. To 
seonm approval, I lie applicant tunst pnu’ide the 
following informali»n: 

(1) The type, ({limitily, and clieniir:il form 
of byproduct material to lie tiiriiieratial. 

(2) 11u* mrtInMi of iiimsiirrmrnt «if, or «ti* 
mnl inn of. I ho ct*ni***n(r«limi of radioac¬ 
tive material in tin* cHlucut at (hi* potnl 
it. leaves I he si nek. 

(3) MvIIumIs of vmitnd In iiisun* tlml j«tr- 
lti*tt!.ili*x :tml rot iron I ml ions of rmlioni!- 
It%*r materials tire mil rrlrascKl which 
emthl rrsull in exposures of iiulividnaU 
in oxrrss of the levels sol. forth in A 
‘•Slmnlards f«»r Protection Against l«.i 
diatom.** Part 20. 

(•I) ’Hie height *»f the itirinemlor stack, ev 
Imv.IimI dilution factors (if necessary) and 
the height **f and dislmtn* to luiihliug** in 
the surrounding nrc.i. 

(5) The procedures which will In* followed to 
prevent overi*X|N»sum of |K*rsomu*l due- 
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Alt HW7 


* ill*; :tll pha*e«of I In* inti. 

tarty die invlnieltmis given to flu* |K'iMitis 
lliit*: Itu* nmilitisliMrs miit I hr asltes. 
fit) Tin* ih<‘KIiimI fur ilt.'tjHi&iii*' of eontnmi* 
urtli*«I ash. Ah rxnmplc *»f tin approved 
r»*-lt«*n is as follows: 

liSttiitflr: Tin* nndripated nrliiily to !«• 
used nl any 0110 time* for inHnlmtittiii 
studies will not witihI “(I iiiirrornrie* of 

< m’lMitj 11. XYnvtr inherent in xnrli px* 
|n»riiiM*nlrtl proerdmi** uill iiirhide for Urn 
fnnsl part al^nrltmtl jm|M‘r it«ed to urn* 
Inin nert denial .spills mol I lint jki|ht 
iwl for wiping piped** ti|»s, Hr. At 
times lalmralury minim! earrassrs uill U* 
mrlthled in tliis l v|«* i»f miltiKiHiiT waMr 
particularly ilesinthle to incinerate. 

(will lake plan* in a rliistl 
furnaceut dn* sewageplant us* 
ing Uilli methane from sewage gas ami 
natural gas. '11m lrm|>rrntitre ranges 
from lo I I MO* F. run I will rrmnm 

mnstmiL for n |K»rin«l of nearly 21 Imitrs 
to insure complete combustion. llin 
radioactive wnsli* will lie* mixed with IkiUi 
i try am! wi*l iinnmilirwlivr wnsli* in suf¬ 
ficient volume so that mnmilradons of 
rnluriils will itnl exrced tin* amount ns 
sjHH'ilirf! in the National Htirmi; nf 
Standards Itmidlionl; SSI or part 2*% ap- 
jietidix Jf, table 11, Code nf Federal deg* 
illations, llownwr, tin* nnficiftnfc<l nc.- 

< fvifv lolw incinerated shmrfrf lint atmil 
a Inin I nf 5 to 1(1 tnirmrurii's |x*r week w 
rrpl for nil iicrnsiniinl small animal rnr- 
mss. J>e| lending on dm activity of the 
wnsle, incineration will omir nun* 
wfkly. 

o. Hem. The license Ls always 

for Urn furitily, therefore nil copies will Ik* signed 
oil her hy tin* f'fiiiiiiiiimhinl or cxerttltvo officer. 


R, Form AKC .'IK'a (Application for ISyprod- 
net Material license—Supplement A—Human 
Use), ft . //<*ih /(/#)-* tjxintf l'hyxirhtn'x Xnmr 
;in*l tie in 11 ft} .X tt .•ne mu! . \ififiexs nf . I •n*i. 
Knler tint facility, name, and address. 

I*. Item 7 (he l r n/mf an*l 

/lent .i .1 nf tin * f ’.voir/ /’/m/*.V/\im\ 

(Hhinuif /n'lh/tn/.s.•/•>!>,• /•V/'iT/Viin*. Kiilrr stall** 
nirttl, !1 |i|*HhI'Ii*" 

r*. f/t'lrix it»/|. tf'J. (*■), ft Hit [ft) /V»*/»o«**/ 
hh*it»tuxisne yVi'w/wivi/. Iliisstiimlil he completed 
* fur a 11 acre j <1 «*i 1 i* t >1 i*|h*s amt im 

</. firm *7 Seht Pro¬ 

posed dosage mum* for imtii specific condition to 
lx* dtngsur.rd t*r I rented is 1 islet! in tali!** I. Any 
dosage whirli I'vittls ,im'|i|ii| dosage levels must, 
lx* fully explained. latent rndinisotfijic i*oiiiuiit(i‘i* 
will not approve ilnsap* levels in rxrrss of pnli- 
1 is!nil levels wit limit prim* approval of The Sur¬ 
geon (tenoral. 

r. ffcvxtt ff /ti/fiitittinf .!/.»/« rittf II*/// .Ynf He 
hi /Vi* f*»W«rv#/#v/ Torut . . „ /*#■«•»#%7»i* 
/ tlenfifir.tU*nn , l*rtM’exxhiij % tnn! *SV.ill#/</#»//, 
/Vorn/iMv*. Sirexplmmlory. 

f. /frm 7- Tin* / Vi»/wW /.Vi* nf / *tfyet*!in •/ Mn- 
tevnil I!tlx lleen nr 11V// /«V. A jiprnrrt! lit/ the. l/#v/. 
mw/ Ixntoye t*nmnntfee. Knler Statement, “Yes.** 
*J . firm -V f/tMjvfnf /•‘itrififiex fur / mltehlititl 
Pnnifirt* !\r Duly. Knler shilement, “Xot 
Applicnhle.** 

h. Al\(* Torn *.»/.//!. p*tiff .». This foini will In*. 
rotnplHeil and sulunillwl «m all imliviitnals ami 
tleittoiiHmli* appmvaf hy dm !iailinisnt»it»i* Cutii- 
mil lii*. Kestihinissimi «»f |«i«r m a<hlirss»*«l tt» The 
Stir«t*«>ii (Jenera! (l»ar. -I), is rtspiin*il uln*n the. 
imliviihial is rorlittixl in a ntnv use of, or a new 
aiiliuistilojK*. Tim resuliuiissioa thx*s no! ti^piir** 
an Atoiuir Kuer^y f oiiimission nniemhuetit to the 
Itreitso. 1 


TACO Jt>7A 


Washington National Record Center 
Ollice of the Army Surgeon General 
Record Group 112 
Accession H: /9 3^ 

Box U: SI 

Fite: /3*3~cx/ - 


f.^0 3 


431 





AI’I’KNIMX 


Alt IM7 


UADIOI.SOTOI’B COMMITTISK 


'IIik I‘adini>nlu|t« t’linmiillee ns uwr of facility 
tirciise siiimlil wiiW. from Tallin I T i*l»\f, liliirt* 
nuliiiisnlo|ivs, usages, rtf, (lint mu practical far 
current, an well as planned opcral'mim after rnti. 
shirring assigned mission, facility, personnel, and 
lypnt of miiKiiltnnls available to llin facility. It 
is not Intended I lint, facility license be restricted 
to rni|iniKofa|ics tw.‘sal on current training status 
of assigned jicrtnHiiicl. II is intended Hint lirenso 

Ini broad enough in aiillmrixnliiin to nllmv I tin ltn- 
diutHitnpc l Imuitill teo to procure isot')|*'s for, or 
remove i.<ui|<i|His from, liccnncd program dependent 
iijmiii crnilntiility of trained personnel to the fa- 
cililf wit limit amending licemn as individual users 
or consultant*! arrivn nr dcpnrt, 

a. I.icpitsc n|i|ilicatious which includo addi¬ 
tional radioisoto)>rs (nr liunian use nr deviations 
in esrrssof llic limits (table I) will rciuire s]>ccisl 
ilncumunlnliuit ns In need, method of tire, eonlrnl, 
cle. for those conditions |ieeulinr lo each medical 
tnnloiciil facility. 

h. Itummi w nnlioisoln|Kw flint ilo not require 
A HI’ liiTiisc lo utilize, will not lie listed onliccnsn 


n|i|iliratioii, 1ml will lm submit led lo Tim Surgeon 
(■cuernl liy letter, with appropriately developed 
program. These materials will Ihi controlled liy 
tlio Uniliuisidupo Commit tro ivitli comparable pm- 
red hits as applicable to licensed rndioisulnprs. 
ICxamplnsof ntmlirensed malcrial are—accelerator 
produced radioisotopes surli as Sodium ‘22, <‘illicit. 
.17; nr nitliiml items stir.1i ns radium or I litiritmi. 

«. Itmliitisutn|>cs iiotuscd in lutinaii use program 
I ml intended far nliiliml ruSKftrrh will Iw idlililitipd 
iw surli on the same tirenao nnd tamtnilloil liy tlie 
seine l!ndioist<i|m ('ontiiiillpc. Undioisulopes for 
nuininl resrurrh will requirr separate dnoiiiiiruln. 
lion of llin pnt|>osed o|Hiniltmtnl program includ¬ 
ing dnla as lo available jiersonuel, facilities, con¬ 
trols, waste disposal,etc. fareacti imlepcmlriil usi*. 

</. Scaled Sulim'S, enlilirntion sources, instni- 
ineut check sources, elc. Iliat are mi integral part 
of mrdiral Irealmcnl facility programs will Ik* in¬ 
cluded on llm smun license applirntiuii lint must 
bo designated at a compom'iil part of llm cnnlpil 
program with information ns lo its use and rare. 


TaWi l. Acttpinbi* Jltulioiteiipn for ltumtin ('i* 

(As Of FdfTOiUT 


Dingntalic JUm Ifrt 

Nwfi rww 

.rUfWfffd 

mMiU 

(Thyotiil npUkf)... . .... 

.. 30*100 sie . . . 


lllrfliiiir mrlfjilitmi, thyroid eanrpf).. ......... 

IlISA ■ lln'liti Imliiiiitnl f^nim Alltamin. .. 


5 mr 

(ltarin tumnr l«ioi1(uUtHi)... 



Itlppunn..... 

(Rvminm)........ 

Hum* IVftjtul........__ ............_............... 

tlttarfmil).,.... .... 

(IJvrf ftmrUiHt)... .... 

OWe Aral..... 

. ssu-sno pa . 

. 10-20 #e. 

2 mo 

2 mo 

(Fat jrtworpUoti)....... 

. 25 . 


(F*t nltr*irpUiHi)_.............................__ 



((■‘ill filatWfft function)... ___....._ 

. SS pc .. 




Than sot a 
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Alt 40-37 


W*/r /. .lr<-*HrrW(* ttatiici*otop<t for Human t'*r (Vnltimi'il 


! 125 . Nnl SttHmit fmlhfr..... 

iThyrMtl tipUfcr)... 

(Thyroid Mrxn).. ..... 

JUSA-*ilftiUo IrNlinMnl Smuts AUmmin........... 

(tlAKmft Volume) ... 

Mirntt ................. . . .... ..... . . 

(Itrnnprfun).. .. ......... 

0-51..,. N*j(?fOr-K»Hlhmi f 3i mmole...... ............... 

(Kr»l coil kiam)..... ... 

(Cl JliorHlinit).. 

(Red coll rtirvjvAl)...... ..1 

(V 01$—Chromic Chloride......—.—. 

(IIurir volume)...... 

Co.f.7*... CmH r-Cvwuifolinrumln in,, IW\ .’. 

or (Seliillhig lot). 

Co-5*_ 

nr (Schilling tent}.............. 

OMSO.. . CoC1r-<V*'«OC <> * , l |f " B, > n (n» 

(Scliilhnc lent).......... 

r.nhl-imt. Alldr * Colloidal Cold. 

(fiverfl>r«h)..... 

J rim. 50... Ke (.V-I'ittIp . ... 

(Iron (urnovir ctody). . ... 

— Frrrou* Citmle.... . 

(Iron I tirncrvrr ctmly). 

Ilf 2ttt . dilormomtlrin........... 

(KMnpy scim).. 

113. ItjCJ—TrUlMcrl Wnlrr... 

(Total Iimljr waler). 

Na2l.. . Nad-Snflliioi Chloride. 

(Tnlftl rtrliatiKraide iwltwni).... 

Ttcerapivtic Vtei 

I 131.... NaI* Sralimn !oli<k ,. . 

(Ilyprrthyrohl)..... 

(Thyroid mrrinmnji) 

(Online iKmi^I .. 

Au*1W. . Audi—Colloidal Cold.. 

(MalignantcfTtwiomt).. ....... ......... .. 

(I’mOato cancer)------- 

T-32.. Nad I P0*—Sodium I'bncpliali!. 

(I^nikemlA)............... .. ... 

IlVdycytlirmlft Veto)____ .... 0-10me... 

Crl*1> r —OtlohUl Chromic lWphatc..... 

(Mn)lxnAiit rfTiw'nni. . . ..... ... ..... .............. 6- in me,.. 

Ac bora (cry Trt/t 

Triiodothyronine (T-3)........ ............... ..—..... . 

(hi vilro Knc: up Ink c). 0.25 0.5 *o. 


A IS nr.. 
20-SI*no.. . 

... 

1 1111$ 

1 me 

8 *10 nr_ 




1 me 

2-1 ^_ 



......... . 


3 inn 

25-35 n«-- 
511*75 



SO-75 Mi... 

... 


HI JK". 

... 

10 mQ 


0.5 h r ... 

«.r» in*. . 

J 

. 


0.5 »c .... . . 





25 me 

70 (nope.. . 



. ... ..... 


0.5 me 

!IM5*C . 

... 

0.5 mo 

Ill* 15 jtf*... 

:: 

. . ..... . 


10 me 

100-150 j*c.. 

.. 




25 run 

1-2 mr . 

... 




1 mo 

50 IfltljKt. 

... 




250 me 

5 III mr . 



too (50 mr 



5 30 me (a mi tun- 
Inlint*). 


. . ... ..... 


2511 me 

100 ISO met. . 

... 


25-100 mr _ 

... 


5-10 mr...... 

-- 

25 mo 


Br«00,.... KrClr Strontium (Ihtnrhle.......... 

(Kitrrnal tltrmpy, rrolctl •otirrr). 

(M Kilt'S* I*| 
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Ity I iriliT nf I ho Stviolnry nf I ho Army: 

KAHI.K (l. WlltiKUM, 

t'fnrnil. It illicit Muir* Army, 
Chief of Muff. 

llUh-inl: 

.1. C\ | n \MUKKT, 

Major ffenc.nit, Umleil Stale* A rtny, 

The AJjnlonl itrnrmt. 


,lW !jlT| , M>' n .ir»i».‘ T«» In* OMrllmlH !« »nwd«iw« with 1M Fmw 
Hmlrr 
Sits Nitn*. 

VU.Ut: Non*. 


0 roqulronmlft tut l>A ncsilUtliw*--M«*Jle«l 
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OFFICE MEMORANDUM 

*0 t Distribution September 3, 1963 

FROM : ?• L. Shipman, M.D., Health Division Leader 

SUBJECT: ADMINISTRATION OF TRACER DOSES TO HUMANS FOR EXPERIMENTAL 
PURPOSES 

SYMBOL « H 


In a memo dated July 12, 1956, I established the ground 
rules which would, of necessity, be followed in all 
experimental procedures involving the administration of 
tracer doses of radioactive isotopes to human volunteers. 

Z would here like to restate these rules* 

1. Each experiment which requires the administration 
of tracer doses to human volunteers must have the written 
approval of the Health Division Leader or hie Alternate. 

2. The request for such approval must contain a state¬ 
ment as to the maximum dose to be administered, together 
with a statement as to the maximum permissible dose for such 
material. 

3. All subjects will be bona fide volunteers who are 
fully informed as to the procedure to be carried out. 

4. The administration of any such doses shall be 
carried out only under the immediate and direet supervision 
of a physician licenced to practice medicine in the State 
of New Mexico. 


The only thing which has changed since this -SOP was prepared 
is the fact that for the first time since 1947 Group H-4 will 
not have a licensed physician on its staff. For this raason 
it will be neeeeaary if any such work it to be done to 
request the collaboration of the physicians on the stsff in 
Group H-2. It is particularly important that section 4 above 
be followed to the letter in the event of any subcutaneous or 
intravenous administration of all materials. 


Generally speaking, Wright Langham has blanket authority to 
approve or disapprove such procedures, although all proposals 
in any way out of the ordinary have been discussed with me. 

SPOSffBBV LAfi!t-/£ c 
eetueno 

, w ’ 3,7a, • fia, 

rTr It. * 'j . 1 ■ u if n —. 


FILE BARCODE 

lllllllffil 

■38131731 
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Distribution -2- September 3, 1963 

Section 2 above, however, must be carried out with each 
proposal for experiments involving humans with the required 
statement fcept on file in the H-4 Group Office. 


T. L. SHIPHAH, M.9. 
Health Division Leader 

IXS/de 

Distribution: Wright. H. Langham, H-4 

Group H-4 Section Loaders 
Harry O. Whipple, M.D ,, H-2 
Paul L. Flynn, M.D.. B-2 
Duane DraXe, M.D., H-2 
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• DEPARTMENT OF THE NAVY BUHED 6710.1:9 

Bureau o£ Medicine and Surgery BUMED:3113:apl 

Washington, D.C. 20390 5 February 2962* 


BDMED INSTRUCTION 6710. U? 

From: Chief, Bureau of Medicine and Surgery 
To: Naval Hospitals 

Subj: Investigational drugs; guidelines for handling 
Ref: (a) MARKED arts. 1-11 and 1-12 

1. Purpose . To provide guidelines for the safe handling of in¬ 
vestigational drugs, and to minimize the chance for misadventure 
in their use. 

2. Definition . Investigational drugs are those new drugs, in¬ 
cluding vaccines and biologieals, not released for general use and 
not cleared for sale in interstate commerce by the Federal Food 
and Drug Administration. 

3. Statement of Principles . Following is a resume of a Statement 
of Principles Involved in the Handling of Investigational Drugs. 
The Statement was approved by the American Hospital Association, 
the American Society of Hospital Pharmacists, and the American 
Nurses Association. 


a. Since hospitals are the primary centers for clinical inves¬ 
tigation of new drugs, the hospitals and the medical staffs have 

an obligation to their patients to see that proper usage procedures 
are established. 

b. Investigational drugs should be used only under the direct 
supervision of the principle staff investigator, who should assume 
the burden of securing the necessary consent and assuring that such - 
investigations are performed in strict compliance with Part 130.3 of- 

the New Drug Regulation under the Federal Food Drug -and Cosmetic Act. v ^ 
Consent of the patient will be required also to release the name or ^ *v. 

other privileged information to any other agency or to any sponsor 
and use of case numbers or other coding is preferable. Chapter 23,—/ 

HMD is applicable. (In all cases, SUMED approval for the use of 
investigational drugs must be obtained as provided by reference (a). 

In urgent cases, SUMED authorization may be obtained by telephone 
or wire, ATTN: Director, Professional Division,- Area Code 202, 

Oxford 6-1280, during normal working hours or BUMED Duty Officer, 

Area Code 202, Oxford 6-2063, outside normal working hours. 
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BUMEDINST 67 ID. 2x9 
5 February 196k 

c. The hospital should do all in its power to foster reseat. . 
consistent with adequate safeguard for the patient. 

d. Nurses who administer investigational drugs should be pro¬ 
vided with such basic information as dosage forms, strengths avails 
actions and uses, side effects, and symptoms of toxicity. 

e. The hospital should establish a central location to main¬ 
tain and make available essential information on the drugs. 

f. The pharmacy Service should store the drugs and provide 
for their proper labeling and dispensing in accord with the 
investigator’s written orders. 

; *• .. - ' * . • 

4. Guideline Procedures . The following procedures should be 
adopted for the control and use of investigational drugs, with 
any modifications necessary to meet the individual needs of the 
hospital: 

a. Requests for use of the drugs shall be approved by a pharma 
and therapeutics committee or a clinical research committee prior 
to submission to BUMED for final approval. 

~b« The drugs shall be shipped directly from the manufactu 
in the name of the investigator, to the pharmacy , to assure 
keeping under proper storage and for record procedures. 

c. Upon receipt, the pharmacy staff, with the assistance of~ 

the investigator, shall- prepare a NA.VHED 1448, Investigational 
Drug Data Record. •• 

** . i — ■ • . 

d. The pharmacy shall attach to each container a distinctive 
label (color or shape) containing the statement "Investigational 
Drug - Not for General. Use" and the name of the drug (or if a code 
number is used, then the pharmacological classification; for examp'. 
"Analgesic Drug" or "Antihistaminic Drug")* 

e. The pharmacy shall allocate a separate locked area for the 
exclusive storage of the drugs. 

£• The principal investigator, or any authorized doctor desig 
nated by him', shall request the drug from the pharmacy by means of 
a prescription form. 

g. The prescriptions shall be kept in a separate file, number 
consecutively, and the. number prefixed by "ID". 
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BUMEDINST 67X0. Ii9 
5 February 1561: 

h. A separate NAVMED '1449, Investigational Drug Inventory and 
Prescription Record, shall be maintained in the pharmacy for each 
drug. This provides a perpetual pharmacy inventory and serves as 
-a ready reference of all patients receiving the drug. 

1. When the drug is delivered to the ward, a completed copy 
of the NAVMED 1448, Investigational .Drug Data Record, and a NAVMED 
1398, Narcotic and Controlled Drug Data Record, shall be delivered 
to the ward nurse and a receipt shall be obtained. This will assure 
strict accountability and a perpetual inventory for all drugs on 
the vards. Nursing personnel shall be responsible for returning 
unused drugs and the completed NAVMED 1398 to the pharmacy • and for 
initiating requests for additional supplies of the drug f ro m the 
pharmacy. 

j. The pharmacy shall dispose of (by return to the manufacturer 
or by destruction, as most feasible) all drugs no longer in use 

or for which future use is not anticipated. 

k. If "double blind" studies are utilized, the place for the 
code shall be in the pharmacy. 

5. Availability of Forms . An initial supply of NAVMED forms 1448 
and 1449 will be provided under separate cover. Additional copies, 
when required, may be obtained from BUMED (Code 3113). ..—, 

/'"X < ■< »e 

E. C. SENNET 




Copy to: 

CINCLANTFLT 

CINCPACFLT 

DM0S&RCM0S 

FPSO 

NATNAVMEDCEN 

NAVAVNKEDCEN 

NAVMEDADMINU 

NDS&RCS 

SEAFRONS 

NAVMEDRSCHINST 

•NAVHEDRS CHU 1,2,3,4 

NAVMEDFLDRS CHLAB CAHLEJ 


Additional copies of this Directive 
may be obtained from: 

Supply Dept. , NAVSTA (WASH. NAVTD ANNEX, 
Code 514.25) 

Washington, D. C. 20390 
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3R2SI>-713:aI 
13 mi 1964 


Pm: auf» Bases* of 1ledielas «A : artery 

To: Officer la Ctojii Bevel Midi Keseerch Laboratory, B. *- Iml 

Eitetiai test* Mr T—*ne. lei 100, CSotts, OttMfiUnCt 06343 
Officer la Owcpi S. Iml lerttnl le u r o p s y s hlatgic ltiurdi 
out. Id Utfi! Califerola, 93132 

Streets*, km^m Oreo Bnntf lit T ilwntwy, level Air taglasering 
Crater, 9. S. level Been, IfcUriilphUi taanrlvaii, 19112 
Birsetor, Avlstisa IMHLeel Astelerstlaa Laboratory, Jofecarilla, 
Pcoatylvealii 1974 

fclcadfU Streeter, 6. t. Bevel PeiiolegLcel defease Laboratory* 

Sec ftdilm, CalifaixtU, 94133 

Officer la Charge, I. *. Bevel Biological Laboratory, level Supply 
CotSMXf Oeklenf, CeliTmlef 94614 


tubjs 1SKED anuenaf 6710.49, H I»v*«ti£*fciaaai dr***; l ai d eli aas for 
hemUlag* 

bell (1) *&j SS89 1BR. 

1* kdruma of tile letter ere advlaad that the subject Instruction, 
forwarded as enclosure Cl} hereto, is t* be placed i& effect it tbs above - 
laboratories. 

2. Addressees vers gritted fnet distribution of tbs subject las traction, 
hot vtll be Included la say future revisions. 


V. TSUUSl 

Assistant Chief far Bssesreh end 
unitary Hadicel Spe c i s 1 ti e s 


Blind Copy to: 
^ Code 456, BUKED 


Cods 45c action: ^ 

Placed ir. case Tile TJiti_ r , __ _ 

Cory sent to Code 3113 Tor inf creation. ^ .- 


f 

Code 45c action. 

Placed in case file Tilth 6710.49 so that it wjJJL be 'lag-red 'or next revision. 

t *x _ n _• ^ « •_ • _l. *_ w 
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Memorandum 




to : Director, DDE 

SSCwJJil fl£wl^a WmI^T , 

?aOM : Associate Chief for Program Develop 


__limr 

date: ••«• 


subject: Progress Papers on Survey cf Moral amd 
cf Clinical Investigation 


Ethical Aspect: 


last vinter, discussions cf one above subject vers initiated in Staff 
s cf the Surgeon General and continued by the Director of DIE. 


Iveetingi 

These discussions vers extended to meetings cf the Institute Directors, 
DDE, and in a preliminary vay to a fev cf the Daticnal Advisory 'Councils. 
Orientation conferences vers held vith the Director, SEE, and his irra¬ 
diate staff for the purpose cf assigning responsibility for this survey 
to DEEP. vith staff assistance from CPP. A library search vas •undertaken 
? <*e* li’sr-r** cf MdiiciMS ■>«* 

codSs -for the conduct cf clinical research and to collect significant 

• —a* —*<=■* cal, legal, and legisla- 


articles dealing vith comparative national 
tive positions. In July, an inf cm 
held vith a sn 

ahsut prcblens relating to clinical investigation and vho have had 


In July, an infernal, confidential, ad hoc nseting vas 
11 group of advisers to the T**^ vho ara”mccvledgeable 


MaW AWAA J «• 


e«e 
societies. 


in a variety cf research institutiens and professicnal 


ary cf. tne present status of considera¬ 
tions given to this subject, together vith a fev questions appropriate 
for early discussion vith the. Director, DU, and his staff. 


Background Matters of ?ac: 




an researca. 


mv.. 


u. She DIE is deeply involved in support of c, 

Institutes presently support betveea I,JC0 and 2, COO research projects 
vhich, by their titles, indicate presumptive exp e rinsnt at ion involving 
nan. There are about 1,500 clinical research beds supported by grants 


a MA AO—a—Afl 


r -~titutas and Drun. 


addition to 50 - tecs in 

<* a* — 

AM* <■*— V 


• Aft Ap " CSHtS?* |A ^A -T SV*ldiL5S 

nore than 1,000 prisoner volunteers and 2,000 nomal subject volunteers. 
Additional HE involvements in research cn nan include the Addiction 
Research Center at Lexington, contract-supported drug screening programs, 
intrsnural field studies, and others. She scope cf clinical research 


suttortec arc s 


—-her Of n-< ■?- ..v. M J - J «fil ri 


itutions in vuicn cJ 


Leal research is 


supported appear to be rapidly increasing. 
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regressive ccsr.ges m zz 


mj 


es m cue hinds of clinical research 
g the nature cf risks and values 


.» & g<* a 

relating to clinical research. These charges emerge as a resale of 


o— - — —- 






— a^ —°— perforce of remarkable aevarces in Ohs technicues 

cf anesthesia, surgery, biochemical separation and synthesis, inso- 
chsnisorv and tissue and arsan treservaticn. it s become feasible 
to ‘undertake Increasingly cent Ideated research procedures. Ac the 
sane cine, the range cf challenging conceptual advances which .can he 
accroached through such clinical research is also rapidly increasing. 
Accompanying this expansion of research frontiers are unprecedented 
coral and ethical prohlecs such as those associated with organ donation 
hy normal veluzteers. 

3- There is no generally accepted professional code relating he the 
conduct cf clinical research. There eaist a number cf codes which have 
been drafted on the oasis cf different assumptions; none of these is 
entirely satisfactory, nor is any generally accepted in practice. 

There is a wide range of opinions anong professio n al and lay groups 
as to what constitutes appropriate professional conduct. These 
differences aptly tc cuestions concerning the balance between individual 
risis and general social values; the borderline between what is accepted 
aediosl practise but actually is supers cental in. nature and what is , 
conceived to be an outright research venture; what constitutes ade- ' 
quately infozned consent, and what values nay attach to continuing but 
perhaps drastically altered conditions of life. 

-h^.-.The legal'status of clinical research is ambiguous. The relation¬ 
ship between the physician and his patient or subject is considered a 
contractual one, having traditional expectations and restrictions 
affecting the behavior of each in relation to the ether. A change in 
nature of these relationships and the underlying intentions which obtains 
during engagenent in clinical research is apparently not recognized. 

The courting of risk without explicit intent of diagnostic or thera¬ 
peutic benefit is apparently not recognized in our present legal 
framework- potential benefits -accruing iron the virtues of individual 
contributions ta the general - good are apparently not recognized. Lav- 
suits stewing from any untoward outdone cf a research endeavor would 
presumeiy have to be based on finding fault—that is, on the concept 
of malpractice. Benefits to the damaged party would presumably have 
to be based on finding individuals or institutions guilty of salpractice. 
There is sene evidence that lawyers and judges nay be giving increased 
recognition tc the legitimacy of clinical research and the possibility 
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cd a.°.-sge 
-hey are v 


"hsss p.^ c? ’- rsnsrSw, oya &s 


Ltestec.. 


5* Che ~T~ supports clh.rh.eal research is, a vide vara say cd research 


* — ' .‘*»c A-r ilCST J — 


.s. These 




—■—s arid —ss <■* —2 


an exceeded spectree cd institutional attitudes and practices relating 

«*#* •■a ■*!«*»%»«£ m o^- o“' — " 2 - * S^^****" C"* **s* ■ ^ 

conspicuous cidderences ir irstiruticral attitudes tevard acceptable 
conduct cd clinical research, tevard -he recruitneec and 


yredessien 
Tec°—er- 




rases 


• Mt a««M «««*&••» •*+•'5 • w I 


od research protocols and the evaluation cd results cd clinical research 
carried cue sc pad ecus arc sc csrral sue jeers. There is, dsr exscple, 
co urldamity sd experience relating ts local advisory ccnnittee activ¬ 
ities respecting the did sal research progress vholly supported by 


a Vcy.o^c Scci-I- P^sssurs 

***° **i*ml T* *- 3 ** *•' irV»*62*I^ jk£"C"* 5 e**2 c — ** m 

■in clinical research decreases sec as the nature cd the risks ventured 
charges accsrdicg to the extension cd research ictc cev areas, a ecu; 

vc.cc are in creas ing ly ~ —c occur acc "vc.cc cay occur ic sc uc—avcr 

able pattern cd context. Highly consequential risks are being taken by 
-.’=~c a-<* institutions as veil as the HIE as a direct result cd tbs 


ccnplexicy aed ashiguity associated vith research ac cac. The reyutatis: 
acd tub lie cccfidecce resyecticg i edict, duals, icstituticcs, acc the SHE 
alike could veil be rudely shaker by everts that are icyossible to 
prevent acd by ucseecly practices accessible tc coctrcl. The caticcal 
health research tregrac could be addected adversely quite icadvertectly 
either ic a geceral vay cr ic respect tc.the.tarticitaticc cd certaic 
icdisyecsable vclucteer grouts. Social acc yolitical pressures such 
as have been act lied ic rescecc tc axcerinentaticn cc aciral g have 


never seer exertec. 


—pi" <— —v 


cue area cd c. 


ij.;._p 


cal research, cat succ t res sure 


could nsterialize acd eight vastly addect future eedical studies- This 
burdened atccsthere cay ccctribute to a terdercy to reticecce, -except 
ic. quite geceral teres, ccccercicg the eedical research risks acd values 
devolved. These issues are sc ccctlicated th 


* Tor ac analysis cd the legal aspects cd clinical investigation, see 
Ladiesr ; "Ethical acd legal aspects of eedical research on frar.se 

'beings," reprinted ic Ladicer acd Nevcae (ec.). Clinical Investigation 
ic Medicine: legal.' Ethical. and- Moral Aspects , raster University Lav- 
Iteciciee research Institute, Heston, _9c3, PP* 179-223* 
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.rseir hcue seess uo lie instead 
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public inueresu and esuhusis-ss icr advancing sedical research. Ida 


css is clinical research 


rustic is sspenicia- 7 mcvuecgeac-e asses as': 

serai ass euhical quesuicss posed ay clinical research. Per exssple, 
very vide publiciuy has sees gives is recess scrubs to she exuerisesus 
a z she Jevish Chronic diseases Hospital, 2 rcckl 7 S, lev Tori, vhich 
re snlced is charges ci unethical essence against Dr. Sens has of she 
Slcas-Seuuerisg Destitute. Shis iscidesu asd subsequent ccurr cases 
arising ires is have “been gives excessive coverage is the press. The 
successes asd failures is the field of organ trassplastatios have also 

• J ••-o'-ac" * • r>A a«>V 4 .<*« -** 4 r*c 


arsusec graa- In-ares- _ e-a^es cz z. 

« ‘••p" *-e< 

w * _..fi — so< 


ivestigauics. 


_ 'sees expressed is she dors ci leuuers 

zz editors ci radical ^cursals asd special arricles asd editorials. 

A iev svssosia have cess held. There have bees a susber of isdividsal 
- professional dadaracisss asd a iav rescissions ’ey professional groups. 
Is Jose 196 k, she World Medical Association issued a declaration ci 
principles governing clinical research. What has appeared is the open 
lit erasure say reflecu so sore teas she visible pares oi as iceberg is 
cosparisos viuh she usual prciessiosal preosoupauios viuh the soral 
asd ethical aspecos oi olisical investigacics. The British Medical 
research Council recenuly subsiuued thau: 

- - The progress oi sedical. hsovledge has depended, and 
vi 11 ccnuisue to depend, is so snail seasure, upon she 
ccniidenoe vhich the public has in uhose vho carry ouu 
investigauions cs hosan subjects, be uhese healthy or 
sick. Only is so iar as iu is Ionovs thau such isvesui- 
gauioss are subsiuued uc uhe highesu ethical scrutiny 
asd self-discipline ■ vill phis ccniidence be ssintaised. 
Mistakes, or sisosderstccd, isvesuigauicss could do 
incalculable ham uo ssdical progress. It is cur col- 
lecuive duty as a profession uo seethau this does ncu 
happen and so to continue to deserve the confidence 
thau ve nev es^cy. (p. 25 )* 


* Responsibility is invesuigauiens on 
uhe Medical Research Council (pu. 21-25; 
Council Deport for the year I9 g2-19c3« 


mas suejecus, suauesssu oy 
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Iz ertQjssz 


trax reddears - csss rex vex have saxisianxcry exp'araxicrs for xhe cause, 
cure, arc prsverxicr of rcrs xhar a vary fev cf xhe s ingle st, diseases 
and discrdars- Sue ccsr ir hurar. anguish and eccrcric resources of 
disccrfcrx, disability, arc deaxu voice is direcxly soxribuxsble xo 
radical igoerzroe is'colossal- Shax voice, zighx be_ prevemed by rare, 
irsigbxful, erergexic, arc creceive clerical research is, of course, 

^ V y* *— * "Q ^ * Q**^*7 CX ^ ^ «iq 

ccrsideraxior, xhersfara, relaxes xo xhe possible irhibixior cf 
clinical research vhich rigor he effeexed hy alrosx ary ferr of cerxral 
corxrol- Group consensus as xo vhax should he perriXxed, vhax could he 
cose, arc vhax vould he cf value ray he far less reasonable than the 
considered viev cf a single fully Qualified invesxigaxor- One cf our 
ad ' hoc comixxee advisers agreed xo xhe nsxicn of xhe desirahilixy of 
xhe individual invesxigaxor sharing respersihilixy, provided thax 
exclusive and final judgrsrx vas ncx irrevocably rexained by the group. 
She individual invesxigaxor in xhis case vould be able xo appeal ever 
the objeexiers cf his consulxaxive group and be pecrixxed xo assure 
responsihilixy cn his cvr parx alone —lexxirg his career he affeexed 
hy the cunconn cf subs ecu enx experience. Other rsrhers of the Corritxee 
held to xhe need for fully sharing responsibility. 


•• 1 4 yy 
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nscisoticus objectors, and ethers. Ihe 
resolved -'*-—' ~—- the use of captive pcpu 

t Cf such groups nor use degree cf freed 

^ Q^, ^ 'I j Hq ^* 0 ^ ™ 

■sis evidence agaijis- ~here 'being undne 



k. Prcblens cf liTK control . SIH is nor in a position no shape the 
education— foundations cf radical ethics, cr even the clinical 

whatever the 1ZH night do 'ey way of designing a code or stipulating 
standards for acceptable clinical research wculd he likely to inhibit, 
delay, or cisco— the carrying cut cf clinical research and to '-''feet 
grsntsranshit tore than to influence the actual level of e'. 
practices. This latter depends, in the last analysis, net 
on acceptance cf and attestation to general principles but on c_ce.this 
understanding and response to the full duplications cf one 1 s actions 
in respect to studying and caring for another honan being; the posses¬ 
sion cf exercise of wisest respecting judgn20.es, anticipated and 
unanticipated, which attach to the conduce cf research involving nan. 
Shese capacities are best instilled by professional precept and cannot 
be successfully ordained. Jcr a variety cf reasons, then, it would be 
advantageous to the national - health research pregran if any general 


447 






sic; 


the review and approval practices arrive at a profes- 
justifiable position? 


rltat did the SIH do prior re ths occurrence of the untoward 
event chat served to preclads ary such event taking place 
and tc assure app rep rises rasascreative and rehabilitative 
nrsscises once the event c; 




v:as the SEE invited and 
through its advisory tec 
■tCawS^ajMV and w*«scc__ — —— 
ventared in this instance 


:sss 


.— -—a 
•> 


mss, vsat as ear 

l contribute ad equate Ip- 
secure the benefits of 
zs totential risks being 
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HEADQUARTERS 
DEPARTMENT OF THE ARMY 
Washington, DC., IS November 1964 

MEDICAL SERYICE 

CLINICAL USE OF INVESTIGATIONAL DRUGS 
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Army contracts...._...._......................____ II 

Army grants...._______..........._ 12 


the Army auspices after adequate preclinieal 
information has been obtained. 

e. Clinical use. The administration of a drug 
to man. 

3. Procedure to. be followed, a. Approval. 
The clinical use of an investigational drug may be 
authorized only upon -written approval of Th»» 
Surgeon General (see also par. 76). Each investi¬ 
gator who requests authority to conduct or is 
officially requested to conduct either the clinical 
pharmacology or clinical trials of an investigational 
drug .will submit a signed completed application 
and three copies, indorsed by the hospital or other. 
medical facility commander, to The Surgeon Gen¬ 
eral, ATTN: Chairman, Army luvestigaLioual 
Drug Review Board (AIDRB), Department of the 
Army, Washington, D.C., 20315, using the follow¬ 
ing format: 


C- Name or other clear Identification ot drug. 

D. Kama o< manufacturer or other source ot drag. 

X. Qualifications of lores tipi tor ia detail or by reference to details already 
; os fils ia Army records. 

T. Kama sad address of facility or facilities There investigations will ba 
ooaductad. 

G. AR knows relevant information about past use or pertinent reference 
thereto available to both the investiga t or and the drug supplier, in¬ 
cluding all preclinical data, and all other information justifying the 
sBaical investigation. (Le., the safety and rationale of the proposed 
_ study). 

* *TUs regulation supersedes paragraph 796, AS 4*-2, 4 November IMS. 
taoo rrra— x»t. ■ 

y 

• * 

JbOf /■/ C 13 - 

' ! ''‘W»S4d ! 


1. Purpose and ' scope. This regulation pre¬ 
scribes the policies and procedures applicable to 
all clinical use of investigational drugs under the 
auspices of the Department of the Army. 

2. Definitions. For the purpose of this regula- 
rion.-the following definitions apply: 

а. Drug. Any substance intended fur use in the 
diagrams, cure, mitigation, treatment, or preven¬ 
tion of disease in man; and any substance (other 
than food) intended to affect the structure or any 
function of the human body. 

б. Investigational drug. A new drug, rat yet 
approved by the Commissioner of Food and Drugs, 
Department of Health, Education, and Welfare 
(hereinaf ter.referred to as FDA) for general use by 
the public as a safe and efficacious drug, and that is 
proposed for clinical study under Department of 

Iweti^aier'e Statement 
X. Background data. 

A. Nam* of investigator. 

B. Date of request. 
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II. Flan mad Conduct of jPropoied CUniemi Invalidation. 

A. Specific purpose mad militarv need for or urpaer of propoied elinicml 
iavgrricitinn. 

B. Approaaamic number of tubjeett, their age, jes, condition, mad other 
pertinent information relevant to the conditions of the investigation. 

C. Number of cubjectm to be employed as couuui* (if say) mad some in¬ 
formation as in B above for such controls. 

D. An outline of the phases of the investigation already planned either in 
detail or by reference to details already on file in Army records. This 
outline may include reasonable alternates and variations, and will be 
supplemented or amended a-ben any significant change in direction or 
scope of the investigation is undertaken. 

E. Description or copies of forma used-to record d a t a. 


b. Renew and evaluation. The AIDRB will 
review and evaluate all propustila received, outer 
Into any indicated correspondence with the inves¬ 
tigator. and, to the extent that the proposal is 
rejected in whole or in part, will transmit same to 
the investigator. To the extent that the AIDRB 
approves a proposal, it will transmit its recom¬ 
mendation to The Surgeon General, who will then 
confirm or disaffirm in whole or in part the Board’s 
approval of the proposal iu question. 

e. Bases for disapproving proposals for investi¬ 
gational drug — studies . Either the AIDRB or 
The Surgeon General may withhold approval to 
study an investigational drug clinically if it is 
determined—- 

(1) That there is substantial evidence to show 
the drug to he too dangerou s for use for 
the purposes and in the maimer fur 
which it is proposed for investigational use. 

(2) That the manufacturing methods are 
inadequate to main tain appropriate stand¬ 
ards of quality needed to assure safety 
and give significance to the clinical 
investigation of the drug. - 

(3) That the overall plan for clinical investi- 
. gation does not appear reasonable or 

otherwise worthy of support. 

4. Composition of Board (AIDES). The hoard 
will he composed of the Special Assistant to The 

• Surgeon General for Research and Development 
or his personally selected designee as Chairman, 
and at least four other professionally qualified 
individuals designated by The Surgeon General, 
all.of whom will serve at The Surgeon General’s 
pleasure, and one of whom will be designated as 
the Recorder. 

5. Record-keeping requirement*, a. By in- 

vextigator. Each investigator subject to this regu¬ 
lation will maintain a record of clinical investiga- 

2 


tion separate from the patient’s clinical record. 
This record of clinical invc&ligaliuii wiil include, 
minimally, a list of patients receiving the investi¬ 
gational drug; the name, lot number, date and 
quantity of investigational drug prescribed; c*<u» 
-histories; the details of clinical observations, tests, 
and laboratory procedures carried out on each 
subject before, during, and after administration of 
the drug in question. 

b. By custodian.- A'complete record of each 
investigational drug will be Tn»in».lnpvt by an 
official designated by the comm anding officer of 
the medical unit or installation, normally the 
pharmacy officer, if the investigational drug is 
bring used in an Army facility, and by the in¬ 
vestigator himself, at a responsible in dividual 
designated by him for the purpose, when the drug 
is bring used under a Deportment of the,Army 
contract or grant. This record will include the 
following information: • - - * - 

(1) Name of drug.’ "" 

(2) Manufacturer, or other source of drag. 

(3) Amount and date received. 

(4) Expiration date, if any. 

(5) Lot or control number. 

(6) Date of authority to use. 

(7) Names of individuals authorized to pre¬ 
scribe the drug. 

(S) Name of prescribing physirian or dentist. 

(9) Date on which use of the drag m termi¬ 
nated, if applicable. 

(10) Date on which use of the drag is ap¬ 
proved for general use as a safe and 
efficacious drug, if during c our s e of 
investigation. 

a. Retention period. AH records required by this 
paragraph will be kept 3 yeais after completion 

of the project and then retired permanently. 
See AR 345-210, File No. 903-38. 

TlflOlRi 
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C. Reporting requirements. Progress reports 
wHI be submitted to The Surgeon General, 
ATTN: Chairman, AIDRB, by the responsible 
investigator at least once annually. - A final 
report will also- be submitted by the investigator 
to the Army Investigational Drug Review Board 
promptly on termination of the investigation. In 
addition, unusual or important observations, will 
be reported promptly to such Board, particularly 
if they involve any adverse effect that may be 
regarded as caused by the new drug; if the adverse 
effect is alarming, it will be reported to such 
Board immediately. 

7. Special conditions applicable to clinical in¬ 
vestigations of new drugs, a. The investigator 
will make certain that the investigational drug is 
administered to subjects only under his personal 
supervision or under the supervision of other 
qualified personnel to whom he has delegated this 
authority. 

_ 6. The investigator will make certain that ail 
subjects participating in the investigation or their 
representatives are fully informed and understand 
that the new drug » being used for investigational 
purpose^. He will obtain the written consent of 
the subjects, or their representatives, except where 
this is not feasible, or, in the investigator’s profes¬ 
sional judgment, is contrary to the best interests 
of the subjects. When the purpose of administer¬ 
ing an investigational drug is not to benefit the 
individual to whom it is administered, ap¬ 
proval for the use of volunteer subjects will be 
obtained as provided in paragraph 6, AR 70-22. 
Benefit to the individual is defined as the admin¬ 
istration of a drag to an individual expected to 
result in the-diagnosis, mitigation, treatment, rare, 
or prevention of disease or injury of the same 
individual. 

&. Information to be furnished FDA. The 
Surgeon. General will furnish information copies 
of the following to authorized representatives of 
FDA, provided personnel security clearances. If 
seeded, are obtained: 

а. Alarming and other adverse reports to The 
Surgeon General on the effects of an investiga¬ 
tional drug when received. 

б. Any existing Department of the Army report 
concerning an investigational drug specifically re- , 
quested by an authorized representative of FDA 

Cm In the case of unclassified clinical studies of 
investigational drags, The Surgeon General will 

SAOoerri. 


transmit copies of the "Investigator's Statement," 
signed copies of the AIDRB’s and The Surgeon 
General's evaluation and approvals to the Com¬ 
missioner of Food and Drugs, Department of 
Health, Education, and Welfare, Washington, 
D.C., 20203. . In the case of classified clinical 
investigations of new drugs, and in the case where 
the investigational drug to be studied is being 
sponsored by the pharmaceutical industry, such 
materials need not be transmitted to FDA, subject 
to the provisions of a and b above, but Form 
FD 1571 (see 2S Federal Register 179), FDA’s 
usual claim for exemption, will be forwarded to 
The Surgeon General for transmittal to FDA after 
approval by The Surgeon General. 

<L Nothing herein should be construed as pre¬ 
cluding The Surgeon Genersl or his delegate from 
t ransmi tting any Department of the Army infor¬ 
mation pertaining to investigational drugs which, 
in their discretion, appears should be of interest 
to FDA 

9. Medical emergencies. In crucial situations 
The Surgeon General, ATTN: MEDFS-CM, may 
approve short term use of an investigational drug 
being sponsored by a pharmaceutical firm on an 
individual patient,* without submission of the 
Investigator’s Statement prescribed in paragraph 
3, upon a hospital commander’s request for same. 
Such request wxtl include the following information 
minimally: patient's name, diagnosis, name and 
quantity of the drug proposed for use, medical 
officer responsible for the patient, and nature of 
the medical emergency. In .cases where The Sur¬ 
geon General approves emergency use of an inves¬ 
tigational drug being sponsored by a pharmaceu¬ 
tical firm, the responsible investigator will fum sh 
both a completed FD 1573 (Statement of Inves¬ 
tigator (see 28 Federal Register 179)) to the spon¬ 
soring pharmaceutical firm and a signed copy of 
said Form FD 1573 to The Surgeon General as 
expeditiously as orcinn stances permit. 

10. Custody aad dispensing of investigational * 
drags. Investigational drugs in the custody of 
the Department of. the Army will be stored and ' 
dispensed in accordance with the applicable pro¬ 
visions of AR 40-2, subject to the provisions of 
paragraph 5 above. 

11. Army contracts. AH contracts under which 
investigational drugs are to be clinically investi¬ 
gated wiQ contain the following clause: 

t 
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CLINICAL STUDY OF INVESTIGATIONAL DRUGS 

a- The Contractor agree* that before undertaking to conduct either the clinical phaxtn»- 
ooiogy or trial* of an investigational drug under a Department of the Army odd- 

trxer, it will lubmit for the wrvxen approval of The Surgeon General, Department of tha 
Army, a signed completed spni-ratirm and three copies to The Surgeon General, ATTN: 
Chairman, Army Investigational Drug Review Board, Department of the Army, "Wash¬ 
ington. D.C_ 20315. using the following format: 

Inrafigator ’a a talemenl 

I. Background data. 

A. Name of investigator. 

11. Date of request. 

C. Name or other clear identification of drag. 

D. Name of siaufactuier or other aooroe of drag. 

£. Qualifications of investigator in detail or by reference to details already 
. on file in Army records. 

F. Name and address of facility or facilities where investigations will be 
conducted. 

G. All knows relevant information about past use or pertinent reference 
thereto available to both the investigator and the drug supplier, in¬ 
cluding all prccliniea! data, and all other information justifying tha 

. clinical investigation (lx., the safety and rationale of the proposed* 
study).' 

II. Plan and Concoct of Proposed Clinical Investigation. 

A. Specific purpose and mi l i ta r y seed for or urgency of proposed pHnical 
investigative. 

11. Approximate number of subjects, their age, res, condition and.other 
pertinent information relevant to the conditions of the investigation. 

C. Number of subjects to be employed as controls (if any) and same in¬ 
formation as in B above for such controls. 

. D. As outline of the phawa of the investigation already planned either la 
_ detail or by reference to details already oa file in Army record*. This - 
outline may iasiude reasonable alternates aad variations, aad will ba 
supplemented or amended when any significant change in direction or 
scope of the invpstiration if undertaken. 

E Description or copies of forms used to record data, 
b. The Contractor agree* that each of its investigators who conduct either the e&ocal. 
pharmacology or clinical trial* of an investigational drug will maintain a re cord of cSsfeal 
investigation separate from the patient's ethneal re ec rd. This reco r d of clinical investigation 
wiS indu d e, minimally, a list of patient* receiving the investigational drug; the name, lot 
number, date; and quantity of investigational drug pres cri bed; ease histories; the details of 
drnieal observations; tests, and laboratory procedures carried out on each subject b ef ore , 
durin g, and after administration of the drug in question. 

e. The Contractor agrees also that either it* responsible Investigator or a respoodblt 
in dividual designated by him fer the porpewe will m a in ta in a complete r ec or d of each ia ie rti 
gatkmal drag used under a DA eon tract for at least 3 yean after completion of the i av wtfr 
galioeial drug study. This record will iudude the following information: 

I- Name of drug. 

X Manufacturer, or other source ct drug. 

X Amount and date i wai ved. 

4. Expiration date, if say. 

5. Lot or control number. 

6. Date of authority to use. 

7. Names of individuals authorised to prescribe the drug. 

8. Names of p r e sc ribing ph ysi c ia n or dentist. 

9. Date on which use of the drug is terminated, if applicable. 

IX Date on whieh u»e of the drug was approved for general .use as a safe aad effica- 
caous.drug, if during course of investiga t i o n. 

d. The Contractor agrees to submit p r o g r e t reports to Tbe Surgeon General, ATTN: 
C h a i rman, AIDRB, at least one annually, and to submit a final rep ort on termination of tbs 
investigation. In addition Contractor agrees to promptly r ep ort to the AIDRB any omasa! 
or i m portant observations occurring during the course of the investigational drug stody. 
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jmrtleulariy if tbay involve any idrea affect that may be regarded aa cawed by the new 
dracif the advent effect is alarming, it wiB bo reported to tbs AIDBB Igunedjatdy.j 

«. Special Condition* Applicable to CBniral Invert tgattm of New Brags: The Coo* 
tractor agrees to certain that the invtstigatiansl drag is administered to subjects only 
Oder the personal supemnon of ttatreapeasifal* omrtlgator or a qualified penoa to whom 
the impossible investigator baa delegated this aothority. The Con tractor also agrees to 
*«v« that all subjects participating In the ia v eatlg a t fc m or th eir represent a t ives are 

fuSy informed and understand that the new drug is being need for investigational p ur pose s. 

The written consent of the subjects, or their representatives will be obtained except where 
this is not feasible or. In the responsible investigator's pio'rwfnnai lod gm e nt, it contrary to 
the beat interests of the subject. When the purpose of sdnrfniatrring an Imrcstigadnnal drag 
is not to benefit the individual to whom it is sdrxdaiitend. final approval for. the uae of 
volunteer subjects will be obtained as provided in paragraph fi, AH 70-25. Benefit to the 
Individual Is defined aa the of a drag to an individual ex p e cted to result in the 

diagnosis, mitigation, treatment, cure, or prevention of disc see or in jury of the tame individual. 

12. Army {rants. AH Department of the Army grants under which investigational drugs ore to 
be duically investigated trill contain danstn requiring the grantee to comply with the requirements of 
paragraphs 3,5, 6, and 7. 

IMEDJA1 

By Order of tho Secretary of the Azay: 


Official: 

37 C. LAMBERT, • 

31afar General* Untied States Amy, 

The Adjutant General. 

Distribution: 

Active Army: To he distributed in accordance with DA Form 12-9 requirements for Medical 
Services—D. 

NG: - None. 

USAS: Nose. 


HAROLD EL JOHNSON, 
General^ United States Army, 
Chief of Staff. 
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NAVAL MEDICAL RESEARCH INSTITUTE 
NATIONAL. NAVAL. MEDICAL CENTER 

BETHESDA XX. MARYLAND 200l4 


KMHI-013-nh 
1070/4-2 
Ser: 3586 
30 Rovenber 1564- 


Erom: 

To: 

71a: 


Subj: 


Ref: 


2- la accordance with reference (a), it is requested that permission be 
granted to utilize human, volunteers as subjects in a study of the effects 
of hypoxia on the visual fields in humans. Subject study pertains to 
Bureau of Medicine and Surgery Research. Subtask HE 005.13-4001.06 "Effect 
of Gradient Pressures upon Physiological Systems" and is a new phase uads. 
that subtask. 'The objective is to confirm or define more exactly effects 
of hypoxia which, have been reported but no* adequately .investigated under 
controlled conditions. Reference (b) authorized five (5) enlisted billet 
for duty as experimental test subjects in high altitude, space and under¬ 
water research. 

2. A .hemispheric howl perimeter and attendant techniques have been 
developed which are directly applicable to human subjects. Experience 
indicates that the a^rgen deprivation levels to be used cause no harmful 
after-effects, although momentary discomfort may occur during actual 
exposure. 

3 . As a part of the study of behavioral performance and over-all. visual 
acuity and pattern detection, the following area is specifically proposed 
for investigation: 

a. The psycho-physiological effects of varying degrees of hypoxia cc 
the size of the visual fields in human subjects. 


Commanding Officer, Raval Medical Research Institute, Rational 
Ravel Medical Center, Bethesda, Maryland 20014- 
Secretary of the Havy 

(l). Ccmsaading Officer, Rational Raval Medical Center, Bethesda, 
Maryland 20014- 

(2} Chief, Bureau of Medicine and Surgery 
(3) Chief of Raval Personnel 

Authorization to use human volunteers as subjects for study of 
effects of hypoxia on the visual field; request for 

(a) MAEMED, Article 1-11 

(b) BOBERS Itr. Pexs-A222c-llg of 2T October 1964- 
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BBMED-71:nl 

6500 

4 DEC 1964 

SECOND ENDORSEMENT on CO KMRI Itr NHRI-013-nil 1070/4-2 Ser 3986 of 
30 Nov 1964 


Pracu Chief, 'Bureau ef Med i c in e and Surgery 

To: Secretary at the Ncvy 

Via: QrLc£ o£ Naval Personnel 

Subj: 'Authorisation to use huaan volunteers as subjects for study of 
' effects of hyp o xi a on She visual field; forwarding of 

1. Forwarded, recoaaeadlng approval. 

2. All subjects in these studies will be volunteers. 

3. It is not considered that these procedures will impose any undue 
hazards on theTJiealch or life of the volunteers involved. 


B. BSOSH 
Acting 


Copy tot 
CO, NHRI 
COjNHMC 
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Pnra -API Pc -Ug 

'"10 DEC1S54 

»p uxAfl ESDOasaffiSE as CO, EHHI Itr 2HBI-013 -b£i 1070/^-2 Bmr 3566 af 

30 Bor 19& 


Pros: Chief oT Sevsl Personae! 
To: Secretary a£ tie 5ary^ 


/ 


SrihJ: Authorixatiik to w Tnrarm ydlmtaexg os subject a Tor study)of 
effects offi ^ fp ona j as. the'ifajraa! field£ farmxdlss of 

1. Foxwsxded, raiiiainniwnittng cgyruval* 


■" Copy to: 
CO, TiHRT 
CO, BE® 
H3KSD 



ovedl 


18 . DEC 19 S 4 




by DISSCIION 




PAUL 3« PAT, Jr. 

—~- PT ’ • af-lfre ”—7 



ICTC2NED TO ORIGINATOR FOB 
DISPOSITION THIS DA TF fJ< L 




NMHI-013-mh 

1070A-a 


if. A officer, qualified in Aviation Medicine, will be available 

at all tines during experimentation. The facilities of the National Naval 
Medical Center are readily available for consultation or medical em e r gencies 

5. It is proposed to use tea (10) volunteers at convenient times during 
a sloe months* period. Subject volunteers are male, active duty personnel 
affiliated with the Physiological Sciences Department of the Naval Medical 
Research destitute who are then currently receiving incentive pay. Subjects 
-will be exposed to varying partial pressures of a^gea corresponding to 
different levels of altitude. A medical file vlll be Trw^Trh*Hnw3 for each 
subject'. The file will Include a Standard Fora S3 (Report of Physical . 
Examination), a Standard Form 89 (Report of Medical History), a signed 
Consent to Voluntarily Participate in Research Experiment (NMBX Form 3)1 
& Chronological Record of Medical Care (Standard. Form 600), sad other 
such tests ^considered necessary by the attending medical officer before,, 
during, and' after the periods of exposure. 



AE LtetMIINB GUIDE • MEDICAL Dl 1II AM* 


A GUIDE FOR THE PREPARATION OF APPLICATIONS 
FOR THE MEDICAL USE OF RADIOISOTOPES 



November 1965 


DIVISION OF MATERIALS LICENSING 
U.S. ATOMIC ENERGY COMMISSION 
WASHINGTON, D.C S0545 

Toe mlt br tat B aprrtna aM tent of D frnrTwnti, TJ.B. OoTt nrmfn: Prtnant Oflto 
Watfrtntton, P.C„3Mtg-aa»4s«ntt 
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PREFAG 


The Atomic Energy Act of 1954, as amended, 
charges the United States Atomic Energy 
Commission with, among other thing s, respon¬ 
sibility for regulating the receipt, possession, 
and use of byproduct material. The Commis¬ 
sion is authorized to establish by rule, regula¬ 
tion, or order, such standards, instructions and 
procedures to govern the possession and use of 
byproduct material as it may deem necessary 
or desirable to protect health or to minimize 
danger to life or property. 

In the performance of its regulatory func¬ 
tions, the Commission has promulgated the 
regulations contained in Title 10 of the Code of 
Federal Regulations. The following regulations 
are included in Title 10 and are particularly 
pertinent to the subject of this guide: 

1. Part 20, “Standards for Protection Against 
Radiation” (10 GFR 20). 

2. Part 30, “Rules of General Applicability to 
lic ensing of Byproduct Material” (10 CFR 30). 

3. Part 35, *'Human Uses of Byproduct 
Material” (10 CFR 35). 

Current copies of Commission regulations 
may be obtained from the Division of Materials 
Licensing, UB. Atomic Energy Commission, 
Washington, D.C., 20545, or from any of the 
following TJB. Atomic Energy Commission 
Regional Compliance Offices: 

Director, Region I Director, Region II 

Division of Compliance, Division of Compliance, 

USAEC USAEC 

376 Hudson Street 50 Seventh Street, 

New York, N.Y. 10014 Northeast 

Atlanta, Ga. 30323 


Director, Region m Director, Region IV 

Division of Compliance, Division of Compliance, 

USAEC USAEC 

Oakbrook Professional 10395 W, Colfax Avenue 

Building Denver, Colo. 80215 

Oak Brook, HL 60523 

Director, Begion V 
Division of Compliance, 

USAEC 

2111 Bancroft Way 
Berkeley, Calif. 94704 

This guide describes the kinds of information 
to be submitted in applications for the posses¬ 
sion and use of radiopharmaceuticala. Its use 
should result in the submission of more complete 
applications. The Commission will request 
additional information if necessary in order to 
provide reasonable assurance that the applicant 
has established an adequate radiati on sa fety 
program. (See Sec. 30.32(b) of 10 CFR 30.) 
Requests for additional information delay final 
action on the application and may be avoided 
by a thorough study of Commission regulations 
and t.hia guide prior to filing the application. 

This guide is intended only for general in¬ 
formation and should not be considered a sub¬ 
stitute for the applicant’s careful evaluation of 
the proposed use of byproduct material or for 
assuring that the application correctly and 
adequately describes the radiation safeguards 
and procedures to be followed. 
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APPENDIX F 

NON-ROUTINE MEDICAL USES OF BYPRODUCT MATERIAL 


Experimental and nonroutine medical usee of byprod¬ 
uct materials include all human uses not specified in 
appendix D. Such uses may be classified into one of 
two phases of development: 

Clinical Ret carer, applies to a new use of byprod¬ 
uct material in humans.- Little or nothing is 
known about the procedure and little or nothing 
has been published on the subject. The basis 
for proc ee ding with the new use in humans is de¬ 
rived from knowledge obtained from animal studies. 
This phase of development includes the initial in- 
troductioQ into buzzmxis and trials on a 

limited number of patients. 

Clinical Evaluation applies to tie planned test¬ 
ing of a new diagnostic or therapeutic, procedure 
in an appropriate series of control and diseased 
humans. The. procedure and results of clinical 
research will ordinarily have been reported in the 

' literature or at meetings. If adequate information 
has not been published, the applicant should have 
■pent sufficient time with those who developed the 
teat, to be thoroughly familiar with the details. 

The clinical retearch phase of experimental or non¬ 
routine medical use of byproduct material is normally 
limited to licensees who have broad experience in the 
use of radioisotopes and who have appropriate facili¬ 
ties and_ equipment available to conduct research. 
Research should be pursued by groups of competent 
investigators representing different disciplines rather 
than by single individuals.. .The individual physician 
to be designated on the license as the authorised user 
should normally have broad and varied experience in 
the use of radioisotopes and in clinical research investi¬ 
gation. 

The clinical evaluation phase of experimental or 
nonroutine medical use of byproduct material is nor¬ 
mally limited to licensees under the supervision of an 
individual physician with broad experience in clinical 
evaluation and the use of radioisotopes and under the 
guidance of a radioisotope committee representing a 
number of disciplines. Adequate resources to conduct 
the trials shall be available. 

Applications for experimental or nonroutine uses of 
byproduct material in humans are reviewed with the 
assistance of the .Commimion’s Advisory Committee 
on the Medical Use of Isotopes. Applications should 
be supported by a research protocol which includes: 

1. Title of study. 

2. The purpose for conducting the study. Indicate 

whether the study is to be clinical research or clinical 
evaluation and explain why. 


3. The plan of investigat i on in sufficient detail to 
permit a critical evaluation of the methods for conduct¬ 
ing the experiments and the controls established.' 

4. A statement as to whether any planned comple¬ 
mentary drug or radioisotope administration is contem¬ 
plated in conjunction with the study. 

5. A statement about the expected fate of the isotope 
administered and if the procedure is for therapy, a- 
statement about the expected .effects. 

6. A. If the application it for clinical research, an 
outline of related work conducted by the applicant or 
others in laboratory animals and in humans, including 
data on localization, effective half-life, and radiation 
dosage.. If no work has been conducted in animals, 
explain why. Pertinent references and a brief abstract 
prepared by the applicant of published or unpublished 
mm+ATral should be submitted. (The brochure of a 
commercial supplier is not a satisfactory authority for 
thin purpose. It is not necessary to include with the 
application reprints of references.) 

B. If the application it for clinieal evaluation, perti¬ 
nent references and a brief abstract prepared by the 
applicant of published or unpublished material, in¬ 
cluding information on localization, effective half-life, 
and radiation dosage. (The brochure of .a commercial 
supplier is not a satisfactory authority for this purpose. 
It is not necessary to include with the application re¬ 
prints of references.) 

7. Adescription of the human subjects to be studied: 

A. Persons without manifest disease—number, meth¬ 
od of selection, age range. 

B. Persons with manifest disease—number, nature 
of pathology, method of selection, age range. 

C. Pre gnan t women "hall ordinarily be excluded 
from any test not involving the condition of pre gn ancy 
itself. Specify whether or not pregnant, women will 
be tested and if so, explain why. 

8. Confirmation that consent of human subjects, or 
their representatives, will be obtained to participate 
in thn investigation except where this is not feasible or, 
in the investigator's professional judgment, is contrary 
to the .best interests of the subjects. 

9. The dose range (microcuries or millicuries) to be 
administered and the method of administration. 

10. Calculations of the radiation doses delivered to 
the whole body and to the critical organ(s). The cal¬ 
culations shall contain information about: 

A. The expected half-life in various organs. 

B. The relationship between the retained isotope 
and the permissible body burden for occupational ex¬ 
posure (except for therapy). 

C. The rationale for using the dose selected. 
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A£C LICENSING GUIDE 


S. Tlu radiation dose due to other simultaneous or 
accompanying radioactive isotope test -which may be 
administered. 

XI. A statement of the institutional resources available 
to s u p port the study including: 

A. Physical famUtiaa and equipment especially suited 
for the study under 

•B. Availability of material. 

C. Types of consultation or collaboration available 
winding the of the sponsor of the study if other 
thu tlifi Applicut* 


12* Q ualificati o ns of individual ph ysi c i an who 
will be responsible for the study, including a summary 
of research training and experience and .pertinen t 
training or experience in the use of radioisotopes. 

13. Estimated time needed to complete the study. 

14. A schedule for reporting results of the study, and 
an outline of the type of information to be inclndnd in 
the r e p o rt. The schedule can be in terms of time inter¬ 
vals or nrrmhan of subjects studied. If studies are to 
be long range, interim reports should be provided. 
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TO 
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Dr. Lusher L. Terry 
:Surgeon General 
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. Edward J. Rourke C— 4 \ ;j 


/i -jJ> 

i / (I* 


Jv • tZJ* 77^- ^i<9 
Date: September 16 , 1965 


v 7 . 

' ^ 


Assistant General Ceuaaej 

subject: Research graacs—Clinical—BKS responsibility —Fink v. Jewish 
Chronic Disease Hospital (New York Supreme Court, Kings County 




•) 


Dr. Kenneth Endieoct has no doubt'already informed you 
of Che demand by the attorney for the defendant hospital in 
the above ease .that the Public Health Service, the.Sloan- 
Kettering Institute, the American Cancer Society, and certain 
physicians take over the defense of this action, and indemnify 
the hospital for any damages it may be required to pay the 
p lain tiff. The plaintiff complains, in brief, that while a 
patient at the hospital for arthritis, cancer cells were 
injected under' his skin without his knowledge and consent 
and as part of a research project not related to his 
treatment. Be claims this constitutes a wrongful action and 
' malpractice, contrary to medical standards of the conounity. 

The hospital* s attorney expresses the view that'such 
use of the plaintiff was without the approval of -the hospital 
authorities, that it was done by Sloan-Kettering on its own 
"account** and in furtherance of its own •‘business*’, and that 
the American Cancer Society and the PBS ’•promoted, supported 
■ or caused" this research to be undertaken and should thus 
stand responsible in lieu of the hospital. 

- - Even though we have furnished Dr. Esdicott with a 
draft letter rejecting this demand as to the PBS, we anticipate 
that the demand was a preliminary step to efforts to join 

the PHS and Che ocher agencies as codefendancs or as "chird 
party defendants’* to which Che hospital would look to.pay 
any damages assessed against it. Although we expect CO 
resist these efforts, the situation presents certain'matters 
we chink important for policy consideration whatever may be 
Che outcome of this litigation. _ 

The poliey considerations may begin with the attention 
Chat has been given for some time by Dr. Ernest Allen to 
amending the PES research project grant regulations to make 
expressly clear that Che PES does not supervise or control' 
the conduct of research it supports by grant. The hope is 
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that by Shis express clarification of she relationship 
.between grantor and grantee; the Service will have a better 
basis for denying liability for damages arising froo a 
grantee 1 s.conduct of research. 

Such a step, however, seems to us not likely to be 
considered an adequate aeasure of FHS "responsibility”, at 
least in a general if not a Legal sense. Where, as in this 
context, *you have adequate authority to impose grant 
conditions reasonably related to your public purpose, the 
question will necessarily arise as to whether you should 
continue to impose no conditions or exercise no review as 
to those aspects of supported research that give special 
concern because it involves the use of human subjects. We 
think it not unlikely that questions will arise of whether 
ve can continue in this area the traditional avoidanee of 
any implication of Federal "control" of research supported 
by Federal funds. 

A variety of mechanisms might be available. For 
^example, applicants seeking funds for clinical research 
'might be required to furnish an assurance with their 
.application that effective, informed•consents will be obtained 
from all participating subjects and that other principles of 
general agreement in this area' will be adhered to. To include ' 
this type of requirement in your regulations would help define 
what responsibilities you have undertaken and, perhaps of 
greater value, what responsibilities you have not undertaken. 

On the whole, we suggest that the vigorous coueem in 
many quarters as to the use of other animals in research is 
not likely in the long run to be greater chan chat for the 
use of the human animal even if the Service role is only 
fund support. We suggest that explicit policy formulation 
here, and its expression in controlling mechanisms such as 
the regulation, is needed. 
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air force regulation 
NO. 160-8 


NCT V'- 
AUfi: 


APR 169-8 

'.‘C A* 

...mOn'department of the air force 

^Vnuhingloti, 8 October Jt?tlS 


$Js 6y /L?-?, 3.7 /Vet- t 

Medical Education and Resaarch ' 

USE OP VOLUNTEERS IN AEROSPACE RESEARCH 

Thit regulation ekUibliehcs the policies and procedure s for ruing Imuran volunteers in aero • 
space research profiles. 


1. Application of This Rogmwion. The provi¬ 
sions of this regulation: x 

a. Apply to: 

(1) Research, developments test, and 
evaluation (ItDT&E) procedures \hat may 
result in distress, pain, damage to, health, 
physical injury, or death of the subject Such 
tests usually are conducted. to determine 
either the level of human tolerance for a' 
dition that may be imposed by Air F< 
operations or the adequacy of equipment dc 
signed for human use (see AFR 80-14). 

(2) Investigations of disease, new treat¬ 
ment procedures, and drug research con¬ 
ducted by the USAF Medical Service for the 
benefit of patients. 

b. JJo not apply tn: 

(1) Any programs, tasks, and tests that 
involve inherent occupational hazards to 
health or exposure to potentially hazardous 
situations such as those encountered as a 
part of training or other normal duties, e.g., 
night training, jump training, bailout 
studios, fire drills, gas drills, and handling 
of explosives. 

(2) The human factors research por¬ 
tions of a research project when they involve 
normal training or other normal military 
duties and when disclosure of the research 
conditions would defeat the purpose of the 
investigation by revealing the artificial na- 

- turc of the experimental conditions. 

2. Voluntary Informed Consent. The voluntary 
informed consent of the human subject is 
absolutely essential. 

a. The voluntec-r must have the legal ca¬ 
pacity to give his consent and must give it 
freely. 

b. Before a volunteer gives his consent he 
must be given an adequate explanation of 
the research study, i.c., its nature, duration, 
and purpose; the methods and means by 
which it will be conducted; and any foresee¬ 
able inconveniences, hazards, and effects on 
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his health which could result from his par¬ 
ticipation in the experiment. The volunteer 
must also be told uboul any parts of the 
testing program which cannot be stopped or 
controlled by either the tesL subject or the 
person conducting the test. 

c. The consent of the volunteer will be 
given in writing in the format shown by 
attachment 1, The volunteer must sign the 
consent in the presence of at least one wit¬ 
ness who wjU then attest the volunteer’s sig¬ 
nature by signing in the place provided. 

x3. Principle*, Policies, and Requirements for the 
lf« of Volunteers in Hazardous Aerospace Re¬ 
search: 

All essential preliminary tests with lab¬ 
oratory animals, dummies, and other human 
simulators must be conducted and evaluated 
before \ human subject is used. Research on 
human volunteers will be conducted only to 
validate important results that are essential 
to a prograx 

b; Research studies using human volun¬ 
teers will be so conducted that all unneces¬ 
sary physical oh mental suffering or injury 
is avoided. Suck studies will not be con¬ 
ducted if there is \enson to believe that dis 
abling injury or death will probably occur. 
To this end, a physician will conduct and 
. record the examinations he feels necessary 
before the test project begins. 

c. The degree of risk lb which a volunteer 
is exposed will never be more than is abso¬ 
lutely essential because of\hc urgency and 
importance of the solution Njf the problem 
that made the research project necessary. 

d. The research project willNbo conducted 
by scicrtifically qualified persons; a phy¬ 
sician will be responsible for the medical 
care of the volunteer. The physician or the 
principal investigator will have th^ author¬ 
ity to terminate the research study\at any 

51 ThC.vbl&nDer will he informed that 
. ; (>) ^£t“T:ny time during the course of 
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the research project, he will have the right 
to revoke his consent and withdraw from the 
test without prejudice to himself. 

(2) The principal investigator or at¬ 
tending physician may terminate the experi¬ 
ment at any time he considers it necessary, 
regardless of the volunteer’s wishes. 

4 . Approval to Conduct Resoarch Involving Vol¬ 
unteer*: 

a. Actum by Originating Laboratory. The 
commander conducting the research will ap¬ 
point a research committee composed of 
three scientists; the chairman must be a 
physician. Committee members will not in¬ 
clude either the principal investigator or the 
physician responsible for the medical care 
of thevolunteer during the experiment. This 
committee‘must review and approve or dis¬ 
approve all proposed RDT&E protocols that 
will require use of human volunteers. 

b. Action by the Surgeon General. No re¬ 
search using volunteers will be undertaken 
without prior review and clearance by the 
Surgeon General. This will be accomplished 


by the submission of DD Forms MSB, “Re¬ 
search and Technology Review," through 
channels to the Surgeon General (AFMSPA). 
In no case will a project using human volun¬ 
teers be initiated unless a DD Form 1498 
has been approved by the Surgeon General. 
For urgent proposals to which DP Forms 
1498 arc not applicable, the Surgeon Gen¬ 
eral's approval may be granted by telephone 
with confirmation by letter. Research proj¬ 
ects performed under AFR 169-G that in¬ 
volve human volunteers will be considered 
approved under the provisions of this regu¬ 
lation when letter approval by the Surge-m 
General ia received. Research under A Fit 
1G£W5 need not be delayed pending submis¬ 
sion and approval of DD Form 1498. 

5. Publications Pertaining to Human Volunteers. 
All printed papers or articles that pertain 
to the use of human volunteers will contain 
the following footnote: “The voluntary in¬ 
formed consent of the subject's used in this 
research was obtained as required by AFR 
169-8." 


By Order ok the. Secretary of the Air Force 


Official 


j. p, McConnell 

General, U. S. Air Force 
Chief of Staff 


R. J. PUGI1 
Colonel, USAF 

Director of Adminvitrativc Services 


. Attachment 

Format for Volunteer Consent 
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AFR 169-8 


(FORMAT FOR VOLUNTEER CONSENT) 


Facility. 


Bata 


CONSENT OF HUMAN TEST SUBJECT 

1. Having been" fully advised of the dangerous nature and possible harmful consequences, 
I hereby volunteer to participate as a human test subject in the following experiment or 
series of experiments: 


(State nature of investigation, test, or experiment) 

2. I further acknowledge that my consent Ms h-cn freely given and that I have been 
informed that I may withdraw my consent at any time insofar as the nature or stage of 
the experiment permits. 


(Signature of test subject*) 


(Witness) 
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from : 

subject: 
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UNITED STATES GOVERNMENT 

Memorandum 

Dr. Jack Masur 
Director, Clinical Center, NIH 

Executive Secretary, National Advisory Health Council 


±2l 
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December 6, 1965 


Resolution of Counci 1 


Attached are two copies of resolution passed by the National Advsiory Health Council 
at its meeting December 3rd, 1965. 


Dr. S. John Reisman 

Medical Director 


Buy US. Savings Bonds Regularly on the Payroll Savings Plan 


472 



f 



z-rr* 5.3 

DEPARTMENT OP HEALTH. EDUCATION. AND WELFARE 
PUBLIC HEALTH SERVICE 

WASHINGTON. OX. ZBOt 

REFER TO; 


February 8, 1966 


TO : . The Heads of Institutions Conducting Research, with 

Public Health Service Grants 

FROM : Surgeon General, Public Health Service 

SUBJECT: Clinical research and investigation involving human beings 


Expanding Public Health Service support of clinical research and investi¬ 
gation involving huaan beings emphasizes the need for more formal attention 
to the* critical issues raised by such research. 

In December 1965 the National Advisory Health Council, after study of 
these critical issues, made certain recommendations to me which X have 
now formulated as the following Public Health Service grant policy: 

I 

No new, renewal, or continuation research or research training 
grant in support of clinical research and investigation involving 
human beings shall be awarded by the Public Health Service unless 
the grantee has indicated in the application the manner in vhich 
the grantee institution will provide prior review of the judgment 
of the principal investigator or program director by a c ommi ttee 
of his institutional associates. This review should assure an 
independent determination: (1) of the rights and welfare of the 
individual or individuals involved, (2) of the appropriateness of 
the methods used to secure informed consent, and (3) of Che risks 
and potential medical benefits of the investigation. A description 
of the eonmittee of the associates who will provide the review 
shall be included in the application. 

Effective immediately, this policy will be included in all future state¬ 
ments of public Health Service research and research training grant policy. 
The wisdom and sound professional judgment of you and your staff will 
determine what constitutes the rights and welfare of human subjects in 
research, what constitutes informed consent, and what constitutes the 
risks and potential medical benefits of a particular investigation. 
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I- wish Co define' more explicitly, however, what is meant by a connnittee 
of his institutional, associates to assure an independent determination 
because the policy requires that the application include a description 
of the associates who will provide the review. The committee would need 
to be made up of staff of, or consultants to, your institution who are at 
the same time acquainted with the investigator under review, free to assess 
his judgment without placing in jeopardy their own goals, and sufficiently 
mature and competent to make the necessary assessment. It is important 
that some of the members be drawn from different disciplines or interests 
that do not overlap those of the investigator under review. 

The policy does not ask.for the names of the members of the committee. 

It does ask for a description of its composition; e.g., the number of 
members and the professional or public interests they reflect. 

I have directed all tty staff who administer the initial review of appli¬ 
cations for grants for clinical research and investigation involving 
hum an beings — regardless of whether these applications are for new, 
supplemental, renewal, or continuation support — to ascertain that each 
application includes the information required by this policy and to ob¬ 
tain this information, whenever necessary, in a document signed by both 
.the principal investigator or program director and the official for the 
institution. 

I know that you are as deeply concerned with this issue as are any of , 
us. In the Public Health. Service. I urgently request that you give my 
staff your cooperation in making this policy an effective instrument for 
the good of she public and science. 

William H. Stewart, M.D. 
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U. S. Public Health Service 
Division of Research Grants 
Bethesda, Maryland 20014 


PPO # 129 
POLICY 

February 8, 1966 


SUBJECT : 

APPLICABILITY : 


EFFECTIVE DATE: 


BACKGROUND: 

The National Advisory Health Council on December 3, 1965, recommended to 
the Surgeon General as follows: 

Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical research 
and investigation involving human beings should be provided only 
—-if the judgment of the investigator is subject to prior review 
.by his institutional associates to assure an independent deter¬ 
mination of the protection of the rights and welfare of the 
individual or individuals involved, of the appropriateness of 
. the methods used to secure informed consent, and of the risks 
and potential medical benefits of the investigation. 

The Surgeon General accepted the recommendation of the Council and 
instructed the Grants Policy Officer to develop implementing procedures 
for research and research training grants. 

STATEMENT OF POLICY: 

No new, renewal, or continuation research or research training grant in 
support of clinical research and investigation involving human beings 
shall be awarded by the Public Health Service unless the grantee has 
indicated in the application the manner in which the grantee institution 
will provide prior review of the judgment of the principal investigator 
or program director by a committee of his institutional associates. This 
review should assure an independent determination: (1) of the rights and 
welfare of the individual or individuals involved, (2) of the appropriate¬ 
ness of the methods used to secure informed consent, and (3) of the risks 
and potential medical benefits of the investigation. A description of 
the committee of associates who will provide the review shall^be included: 
in the application. 


Clinical Investigations Using Human Subjects 

All PHS Research and Research Training Grants 
in Support of Such Clinical Investigations 
(including General Research Support Grants) 

Immediately 
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PROCEDURE: 

The above policy becomes effective immediately and will be incorporated 
in all PHS research and research training grant regulations and research 
and research training policy statements as soon as possible. In the 
meantime, the attached memorandum from the Surgeon General explains the 
policy to grantee institutions. 

The PHS staff who administer the initial review of applications for 
clinical research and investigation involving human beings (including 
the administrative review for continuation applications) shall ascertain 
that each application includes the information required by this policy 
and shall obtain this information, if necessary, in a document signed by 
both the principal investigator or program director and the official 
authorized to sign for the institution. . . ■ 


Attachment 

ORIGINATING OFFICE: The Surgeon General, Public Health Service 
APPROVED BY: Grants Policy Officer, OSG 

Date: 2- / $ / £ £ 

Index: Clinical Investigations 

Human Subjects: Clinical Investigations 
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| MSCI — >..860,2 

May 12, 1g66 

effective date 

MANNED SPACECRAFT CENTER 

SAKAGEHENT INSTRUCTION 

ESTABLISHMENT CF MSC RAOlOLOfiiCAL CONTROL MANUAL AND 
■ RADIOLOGICAL CONTROL COMMITTEE —— 

* 

PURPOSE 


This Instruction establishes the MSC Radiological Control Manual 
(MSCM I860) as the off ; eia! medium for publication of procedures 
for ecntrol cf atomic energy uses to satisfy U.S. Atomic Energy 
•Comtnission .(AEC) licensing regulations and MSC requirements, es¬ 
tablishes a Radiological Control Committee, and prescribes respon¬ 
sibilities for exercising radiological control and establishing 
radiation protection regulations. 

APPLICABILITY 

The MSC radiological control oal icles and procedures apply to all 
MSC elements, all MSC contractor activities In facilities under .. 
MSC administrative control, and all H$C contractor development of 
hardware for use in spacecraft or in HSC facilities. Radiation 
protection ’•egulations apply to any use of ionizing radiation in 
MSC facilities, and tc uses a: any location which are authorized 
by AES licenses issuec to MSC. 

POLICY 

It is the policy of MSC to exercise centralized control over the 
use c“ ionizing radiat : on sources and the approval of use programs 
to insure that exposu-e to rsofatlcn hazards and Interface oroblems 
are o'cperly control 1st. Persons involved in me use of Ionizing 
radiation a re respcnsioie fc- insuring compliance with AEC licens¬ 
ing constraincs and raciatic- trotsction requirements.. All proposed 
uses of ion!ztrig radiation, a’i procurement actions for sources 
of suer, rac'ation, an; all facility and equipment design criteria 
for use of such radiation sha'l receive the signature approval 
of the chairman of the MSC Radiological Control Committee prior 
to issuance. Atomic energy aool Icaticns which are licensed by 
the AoC and used on scacecraft in NASA manned space'flight programs 
controlled oy MSC sha" be f'cwn uncar the authorization of AEC 
lice-ses iss-ed to MS*. Cert'alizes control shall be exercised by 
the -SC Rad' cl eg leal Centre! Committee. 



NASA 
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MSC1 1S6D.Z 


May 12, 1966 


4. RAO f OLOG1 CAL CONTROL COMMITTEE 

a. The MSC Radiological Contra! Committee Is established to: 


(1) ^Coord!nate~and control uses of Ionizing radiation. 

(2) Review and approve all MSC radiological control policies 
and procedures. 


b 


(3) Develop and coordinate material to be incorporated In the 

MSC Radiological Control Manual.. 

(4) Serve « the isotope Committee as defined by 10 CFR 30 
(Title-10,"Code of Federal Regulations* Part 30) . 


The Radiological Control Committee membership shall be destg- 
•• nated by the Director and shall consist of the following: 

Chairman: . Radiological Control Officer. 


■ Executive Secretary:' A member of the Engineering and Develop** 
y-*-r._i ;inent Directorate staff nominated by the ; 
'Assistant Director for engineering and 
’Development. 


^-Members: • Representative nominated by the Chief, 

'Flight Safaty Office. 


A minimum of three engineering or scien¬ 
tific representatives nominated by the 
Assistant Director for Engineering and 
Development. 


Representative nominated by the John F. 
Kennedy Space Center to serve as liaison 
and to be active on committee actions in¬ 
volving use of radioactive material at 
that Canter under the autho-ization of 
AEC licenses Issued to MSC. 


Invited Observers: Such representatives from P-ogram Offices, 

White Sands Test Facility, other MSC 
organizations, or contractors, as ray be 
requested and designated by tne organiza¬ 
tion interested in a specific proposal be¬ 
fore the Committee, or as recues tec by the 
Committee chairman. 


Meetings will be held at the call of the Ccmittee chair-ran. 
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Hay 12, i 960 


HSCI 1860.2 


5. MEDICAL USE SUBCOMMITTEE 



The Medical Use Subeommittae of the Radiological Control Com¬ 
mittee'fs established to: . 

(1) Review, from the standpoint of radiological health and 
safety, and initially approve or disapprove requests for 
use of radioactive material, on humans or animals. 


.'(2) Serve as the Medical Isotope Committee prescribed in 

; TItle 10, Code of Federal. Regulations, Part 30, ,f to evalu- 
'*te all proposals far research, diagnosis and therapeutic' 
use of radioisotopes 11 In MSC programs. ' 


,;(3) Coordinate and control.any use of isotopes-for medical 

: purposes at MSC under a private practice or other, ©rganlza- 
.^'-tldn 1 icense. 


• GO • Determine the adequacy of the training and experience of . 
persons for human or animal use of a radioactive material 
- for a specific purpose. Formulate and review training '-•• 

7 7 V^... ^programs to qualify Individual physicians assigned, to MSC- 
-v. : .T.v'for categories of radioisotope uses. 

•' . ■ :% ■' 

b.'"The Medical Use Subcommittee membership shall be designated by the ' 
?'•*/' Chief of Center Medical Programs'and consist of the following: ~ 


... Chairman: 


A physician from the .meat cat staff of MSC. 


Members: A minimum of two other pnysieians, of whom 

one shall be expert in internal medicine, 
pathology, or hematology and another shall 
be expert in therapeutic radiology. 


A person experienced in assay of radioiso¬ 
topes and protection against ionizing, 
radiation. 


6. TECHNICAL REV 1 £W 513C0HM17T=£ 


a. The Technical Review Subcommittee of the Radiological Control 

Cemittes is escablisned to: 

(1) Review eacn proposed nonmedical use of radioactive material 
and radia:ian-procucing devices to determine whecher the 
proposed .se and work Is a part of the recuastirg organiza¬ 
tion's asz-oved p*ogram, and whether the orooosal is in ' 
accord wl:.-. license provisions. 

(2) Review przzossd cserational procecures to insure they are 
technica.'y scuns and that adequate rad;ciegica ‘ safety 
precautions have seen- specified. 

3 
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(3) Provide recommendations and technical comments to the 

Radiological Control Committee on-proposed uses,' adequacy 
of facility and radiation area designs for intended use, 
qualification of personnel, and-sueh ether technical matters 
* as may be referred to It by the Radiological Control Com- 
"mlttee. 

b. -The Technical Review Subcommittee membership shall consist of 
the following: 

-Chairman: Executive Secretary of the Radiological 

• •'Control Committee. 

Members: - One representative of Health Physics 

*''‘ ‘Section appointed by the'Radiological 

Control Officer. 

One representative, « Radiological Control 
..Coordinator, appointed by me Manager, 
Apollo Spacecraft Program Cfflee. 

One representative, a Radiological Control 
Coordinator, appointed-by 'the Manager, 
:'6cainl Program Office. 

cirT . .... 

_• Cne representative or each division of the ~‘ 
.Engineering and Development Directorate 
directly Involved In Subcommittee actions, ' 
aooolnced by the division ceief. 

One rep resen tativesf the Engineering 
D r vi$iorr, appointee by the division ehief. 



The designation of the Radiological Control Officer as chairman 
establishes a staff position to Imolemant the actions of the 
Committee and Insure complete Staff coordination. The ehalrman 
also serves as the Radiological Safety Officer, prescribed and 
defined in 10 CFR 30* This arrangement provides a central point 
for achieving accord between mission and radiation o-otection ob¬ 
jectives- The chairman is responsible for: 

a. Exercising, general ccorcination and surve'llance ever the radio¬ 
logical control and rao'ation orotectlon aspects of MSC opera¬ 
tions. 

b. issuing material approved by the Radiological Control Committee 
for inclusion In me MSC Radio^gical Co"trol Ma-ual, 

c. issuing approval of ratiation „se requests in accordance with 
MSC Radiological Control Manua’ procedures. 
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8 . EXECUTIVE SECRETARY. RADIOLOGICAL CONTROL CCT-MlTTSE 

. The Executive Secretary Is responsible for: 

,'a. Reviewing radiation use requests to insure that they are properly 
planned and coordinated, supported by adequate technical data, 
and prepared in accordance with approved programs and functional 
assignments. 

,;v b.'' Preparing raports of Committee proceedings and maintaining 
,-v. -offIcial Committee records.". 

; 9.'-•■ MANUAL CONTENT 

The MSC,Radiological Control Manual will establish detailed policies, 
procedures, standards, and gutdkS to ba followed lr Insuring proper 
•radiological health and safety controls, eerqjjanee with AEC regu- 
.rations, and' the’capahi l.Ity of MSC^to secure, and retain those types 
Lof^AEC^iicenses which provide th« neces _ sary"lFIexIbll 1 ty for^dpera- 
rcIcnSlTrequirementsV^'The manual wl 1.1 cover’the following subjects: 

J Special requirements and procedures for the acculsltlon, ac- ■ - ' 

countab 111ty, and control of radtoactiye material and radiation 

4c4T^devIces. ' '• ■--y ‘ ? 

"** * i~ “ * . ’.■**- - . .* 

b. Functions and procedures of the-Radiological Ccntrol Committee 
and subcommittees. 

c. Radiological safety procedures and radiation monitoring. 

■ r d. .Procedures for securing approval of wor< Involving use of ion- 
• - Icing radiation. Including use requests and sceeial work per¬ 
mits. 

10. ORGANIZATIONAL RES?CMS 131 LIT! ES 

a. The Chief, Center Medical Office, is resaonslbie for medical ao- 
proval of proposals for developmental , - experimental, evaluation 
or Cast uses cf radiography and fluoroscopy or numans. 

b. The Chief of Cancer Medieal Programs Is re$pc~sible *or medlca 1 
approval or proposed human and animal _se of •adioTsotooes. 

c. The Assistant 2 : rectcr for Engineering and Development is re¬ 
sponsible for tne performance of special engi-eerlng and 

♦ physical tests and evaluations wnich may ae resuirec by tne 
Radiological Control Committee to meet -.EC ret.irenter:ts. 

d. The Rrocursmer: and Contracts Olvisior s res: on s Ibie for in¬ 
suring chat prooosec procurements invoking so.rces of ionizing 
radiation have -eeelved Radiological Control Committee approval. 
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«. The Engineering Division is responsible for Insuring that - plans 
for construction or modification of facilities and equipment 
‘ that involve storage or use of sources of ionizing radiation 
hav« received Radiological Control Coamlttee approval. 

f. The Radiological Control'Officer Is responsible for: ‘ 

(1) Acting as the MSC liaison representative with the AEC, 
other NASA centers, and MSC contractors on matters of 
policy, approaches, and actions related to licensing and 
other regulatory functions applicable to the use of.lon- 

■ V. - Izing rad lati on..• ■ 

(2) .Developing and technically directing Health Physics serv- ■ 

1 Ices end special radiation'effects analyses^'£?■/'; *r. 

g. MSC elements are responsible for complying with mandatory pro- 
V. visions of the MSC Radiological Control Manual' and following 

.the guidelines contained there Tn. -1 -i-- • 





^'-Robert R. Gi 1 ruth 
01rector 


■DISTRIBUTION; 


AUGioBira 
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DEPARTMENT OF 

HEALTH, EDUCATION, AND WELFARE 
Public Health Service 
Bureau of Medical Services 
Silver Spring, Maryland 20910 


June 23, 1966 


Bureau of Medical Services Circular No. 38 

CLINICAL INVESTIGATIONS USING HUMAN BEINGS AS SUBJECTS 
* 

1., PURPOSE . This circular specifies policy concerning cli n ical research 
and investigation involving human beings conducted in Bureau medical 
care facilities. It further establishes procedural requirements to 
assure that PHS research on human beings is ethically and morally 
exemplary. 

2. BACKGROUND . The National Advisory Health Council on December 3, 1965, 
recommended to the Surgeon General as follows: 

• > 

"Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical 
research and investigation involving human beings should - 
be provided only if the judgment of the investigator is 
subject to prior review by his institutional associates to 
assure an independent determination of the protection of 
the rights and welfare of the individual or • individuals - 
involved, of the appropriateness of Che methods used to 
secure informed consent, and of the risks and potential 
medical benefits of the investigation." 

3. POLICY . The Surgeon General accepted the recommendation of the Coun c il 
and adapted it in the following PHS policy statement: 

"No clinical research and investigation involving human 
beings shall be conducted by Public Health Service personnel 
or by PHS contractors without (1) prior review of the judgment 
of the principal investigator or program director by a 
committee of his associates not directly involved in the 
research and (2) prior written approval by the Bureau Chief 
or by che Institute Director if the Bureau Chief formally 
delegates the responsibility to him. This review should 
assure as Independent consideration: (1) of the rights and 
welfare of the individual or individuals involved, (2) of 
the appropriateness cf the methods used to secure informed 
consent, and (3) of the risks and potential, medical benefits of 
the investigation. Each study protocol along with the names 
and recommendations of the review cossittee and the written 
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approval of the Bureau Chief (or his official delegate) 
will be placed on file in the office of the Division 
responsible for the study before the study is initiated." 

4. PROCEDURE. Effective issaediattely: 

a. This policy shall be included in all future statements of Bureau 
research policy. It shall be Included in all applications to NXH 
for research grants, and in all protocols, covering research 
projects involving huma n beings. 

b. Field and headquarters research committees shall take cognizance 
of the following criteria in their review of research study 
proposals which will involve human beings: 

(1) The investigation must have an anticipated value or benefit 
to mankind that outweighs the risks involved to the human 
participants. In no event shall the investigation knowingly 
or deliberately involve undue physical or mental discomfort 
ir the likelihood of death or of permanent injury or incapacity. 

,(2) Each human subject shall have a completely free choice to 
participate or not participate in any investigation and a 
free choice to terminate his participation at any time during 
the Investigation. 

(3) Ho human being should be accepted for any investigation unless: 

i 

(a) Be has first been informed of the kind or nature of, and 
the reasons for, the treatment or procedures to which he 
will be subjected and of the known and possible hazards, 
disadvantages and discomforts Involved both during and 
following his participation; and 

(b) His consent to participate is reduced to writing and is 
in such form as will indicate on its face that he has 
been fully informed of, and voluntarily accepts, the 
risks involved. 

(4) If the human subject is a patient who has been admitted for 
treatment by the Service, he shall not be permitted to par¬ 
ticipate in an Investigation unless either: 

(a) The investigationaL procedure has no relation to the . 
illness for which he is under treatment and his par¬ 
ticipation will have no adverse effect on the course 
of his illness or its treatment either by interfering 
with, postponing, or any other way affecting, his prog¬ 
ress and the standard or customary course of treatment;or 
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(b) The investigative procedure is intended and designed 
to ireprove the condition for which he is' being treated 
and he is fully informed of his right either to reject 
or refuse the treatment or procedure under investigation 
and to receive the standard or customary treatment, or 

to elect in writing to accept the treataent under 

investigation-. 

(5) No subject may participate in an investigative procedure unless: 

(a) He is mentally competent and has sufficient mental and 
conmunicative capacity to understand his choice to par¬ 
ticipate; and 

(b) He is 21 years of age or more, except that if the 
Individual he less than 21, he may participate in a 
procedure Intended and designed to protect- or improve 
his personal health or otherwise for his personal 
benefit or advantage if the informed written consent of 
his parents. or legal guardian be obtained as well as the 
written consent of the subject himself if he be mature 
enough to appreciate the nature of the procedure and the 
risks involved. 

' (6) Both appropriate staff and equipment resources must be available 
at the place the investigation is to be conducted to give all 
possible aid and treatment in the event the human subject 
suffers an accident or an adverse reaction while participating 
in, or as a consequence of, the investigation. 

(7) The investigation must be aonducted only by investigators 
qualified by scientific and medical training and experience 

to conduct the -type of study involved and having the competence 
required to protect the well-being and safety of the subject; 
they and their subordinates assisting in the investigation must 
also be knowledgeable'of the possible reactions and how to 
cope with them. 

(8) Immediate reports of any untoward events harmful to participants 
and arising in the course of the investigation shall be made by 
the investigator to the review committee for the project involved 
such committee shall retain responsibility to terminate any 
investigation if the risks developing appear to outweigh 
potential^benefits or where, for any reason, further conduct 

of the investigation is not considered justified. 

5. DELEGATION . The' authority to approve research projects involving human 
beings to be conducted in Bureau facilities is hereby delegated to the 
appropriate Division and Program Chiefs and their Deputies. Research 
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study protocol files ore to be maintained in the Division and Program 
headquarters. 

6. EFFECTIVE DAIS . The provisions of this Circular are effective immediately. 



Assistant Surgeon General 
Chief, Bureau of Hedieal Services 
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James L. Goddard, M. D. 

Commissioner of Food and Drags 
Department of Health, Zdu.cati.on, and Welfare 
Washington, D.C. 20204. 

Dear Commissioner Goddard: 

Since my letter to you of September I and your reply of September 19, 
representatives of our member firms have given extended consideration to the 
August 3G Federal Register (31 FR 11415) order entitled "Consent for Use of 
Investigational New Drugs on Humans; Statement of Policy. " 

The comments in this letter and-the enclosed memorandum, setting forth 
the reasons for our legal opinion that many provisions of the order exceed the 
authority vested in the Food and Drug Administration by the portion of Section 
05(i} dealing with patient consent, reflect the position of the Pharmaceutical 
Manufacturers Association with regard to the order. 

The August 30 statement, in our opinion .and in the opinion of many physi¬ 
cians and scientists, imposes conditions upon the investigator with which he is 
physiciaily unable to complyrit requires a subject or patient to make medical . 
decisions which he lacks-the capacity to make; it produces an unwarranted inter¬ 
ference with the doctor-patient relationship; it prevents the conducting of mean¬ 
ingful double-blind studies; it will increase the number of medically unfounded 
professional liability suits; it makes it more difficult to obtain U.S. and foreign 
clinical investigators; it will lengthen the time required to get new life-saving 
drugs to the public; it will increase the cost of new products; and because of its 
ambiguity and inconsistent use of terms, many questions are raised as to its 
meaning and purpose. 

Informed consent, as defined in para, (h) of the Order, requires imparting 
to the person involved "a fair explanation of all material information concerning 
the administration of the investigational drug, or his possible use as.a control. M 
The investigator must inform the person (among other things) of "the nsaire, dura¬ 
tion and purpose" of the drug, "the method and means of administration", " all 
inconveniences and hazards reasonably to be expected, including the fact, where 
applicable, that the person may be used as a control, the existence pf alternate 
forms of therapy, if any, and the effects upon his health or person that may -possi¬ 
bly come from the administration of the investigational drug." {Emphasis added) 
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It is impossible, .we submit, to meaningfully convey to a layman all the 
information required by this definition. It is often unknown by the investigator 
how long the medication will be administered. To convert all the scientific data 
in the clinical brochure into lay terms and inform each person is a monumental 
task even assuming a layman could comprehend it. Multiply this by the alternate 
forms of therapy and the impassibility of compliance becomes clear. 

The investigator under the statement is charged with the responsibility 
of deciding whether the patient or subject is actually informed and has made a 
wise medical choice. We do not comprehend how an investigator will be capable 
of imparting the results of his own years of education and training (and experience 
with "alternate” drugs) so completely that each and every patient, no matter how 
untrained, will be in a ppeition to capably refute or confirm the physician's med¬ 
ical judgment. 

The definition of informed consent in the statement of policy is apparently 
an attempted-codification of the mass of civil case law governing such consent as 
it applies to the administration of established drugs. Entirely apart from the fail¬ 
ure of the order, (indeed, the impossibility of it) to reflect the status of the law in 
that area, the requirements of what constitutes informed consent with regard to 
'Id well-known drugs cannot be applied to the administration of investigational 
-*ew drugs. In the latter category, much of the information required to. be imparted 
by the statement is unknown. This is especially so with regard to drugs involved 
in phase one and two studies. 

In addition to the mass of information that must be imparted under the 
Order to a patient before obtaining his consent, the practical elimination of the 
discretion provided by the 1962 Amendments and which civil law has long granted 
the physician to decide when, in his patient's best interest, consent should or 
should not be obtained, is an unwarranted invasion into the physician-patient 
relationship which will work to the detriment of the individual patient. 

The Order requires clinical investigators in clinical studies to obtain con¬ 
sent from every subject to whom an investigational new drug is ^administered pri¬ 
marily far the accumulation of scientific knowledge, for 3uch purposes as studying 
drug behavior, body processes, or the course ox a disease." In addition, con¬ 
sent must be obtained in all but "exceptional cases" from patients "under treat¬ 
ment" with investigational drugs. Under treatment i3 restricted to situations where 
administration of the drug "constitutes responsible medical judgment taking into 
account the availability of other remedies or drugs and the individual circumstances 
pertaining to the person towhora the investigational drug is to be administered. " 

A patient is defined as one "under treatment. " The definition of "under treatment'* 
■\t the very least, places all subjects in phase one and phase two studies in the role ' - 
jf those to whom the drug is "administered primarily for the accumulation of 
scientific knowledge", and from whom as noted consent must be obtained in every 
case. It may even have been intended by the restrictive definition to prohibit 
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treatment of a patient { as opposed to a subject) in phase 3 studies. 

The exceptional cases justifying a physician not obtaining consent from 
a patient under treatment (which exceptional cases are to be strictly applied), 
are cases where it is M not feasible'* to obtain consent or where ob t ai nin g con¬ 
sent would be "contrary to the best interest of such human beings. " "Not feasible" 
is limited to cases where the investigator is not capable of obtaining consent be¬ 
cause of his inability to communicate with the patient or his representative. The 
term "not feasible" (which in Webster's Seventh New Collegiate Dictionary, G&C 
Merriam Co., Springfield, Mass., 1965, at page 432 is listed along with im¬ 
practicable as a meaning for infeasible) thus is equated in the statement of policy 
with impossibility. It should also be noted that it is the patient who is not capable 
of giving consent rather than the investigator being incapable of ob t a inin g it. 


"Contrary to the best interests of such human beings" is restricted to,situ¬ 
ations where "the communication of information to obtain consent would seriously 
affect the patient's disease status" (emphasis added). Thus, a physician is re¬ 
quired to obtain consent where the disease 3 tatus would not be affected though the 
patient's mental state could be seriously impaired. 

To enable a patient to receive the best treatment individually suited to his 
needs, a physician must be allowed discretion in deciding what information, if 
any, should be imparted. There are many factors that enter the decision. Among 
the circumstances to be considered are: the type of disease or diseases the patiea- 
is suffering, his mental, physical, and emotional state as well as his age and intel 
ligence, and the nature of the drugs involved. 


The effect of implementation of the policy statement on meaningful double- 
blind studies will certainly be adverse. The requirement that the patient be ad¬ 
vised .that he might be given a control or a placebo will have an undeterminable 
effect on his reactions. Placebo, reactors play a large part in the evaluation of 
double-blind testing. One of the major reasons for such studies is to reduce the 
number of placebo reactors. Many persons will refuse to participate in a study 
if made aware of the possibility that they will receive a placebo when other known 
therapeutic remedies are available. 

The impossibility of compliance with the order described above will neces- 
, sarily result in an increase.in medically unfounded medical professional liability 
suits. The view has been expressed that physicians, in order to protect them¬ 
selves, from both FDA action and malpractice suits will have to prepare lengthy 
self-serving memoranda to protect themselves in situations where they determine 
that consent should not be obtained. More than one attorney has stated that the 
only advice he can give investigators in the light of the policy statement, is to 
discontinue new drug clinical trials. We have been informed that some clinics 
have already decided to cease conducting clinical trials. 


489 



James L. Goddard, M. D. 


October 11, 1966 


la the last few years, many Canadian investigators have refused to sign 
the U. S. clinical investigation forms because of the administrative burdens in¬ 
volved. The problem can be expected to became acute in Canada and in-other 
countries as a result of the.subject statement. Increased difficulty ean also be 
anticipated-in obtaining capable U. Si clinicians in the face of the manifold pro¬ 
blems in” attempting'to comply with the order. Consequently, more dealys in 
obtaining new drug application approvals and additional costs would seem to be 
an inevitable result if the new statement of policy remains in effect. 

There have been many questions brought to our attention concerning the 
meaning of the order. Examples are: Why is the consent of a patient under treat- 
mem required to be in writing when the 'consent of one administered the drug' 
primarily for the accumulation of scientific knowledge need only be oral? Is it 
'sufficient that the written consent be only an acknowledgement that a fair explana- 
_tion of all material information had been made or must it include a recital of such 
information? 'Why is the consent of a patient under treatment required to be in 
writing when- the consent of his representative need only be oral? Why must the 
investigator himself necessarily be the person to render a fair explanation of all 
material information? What effect do the provisions in the policy- statement have * 
-on studies in progress on August 30?' What effect do the provisions of the policy v 
statement have on studies in foreign countries? To what degree is the'sponsor 
legally responsible if an investigator submits a complete form FD 1572 or 3 and 
then does not obtain informed consent? Is it FDA’s intention to change (either 
by regulation or by other means) forms FD 1572 or 3 to incorporate the new 
statement? Will FDA inspectors inspect consent forms? Under the regulation, 
how will an investigator be able to-treat a terminal cancer patient with an investi¬ 
gational new drug without informing such patient of his condition ? Is it the in¬ 
tention of FDA that double-blind studies are no longer required or desired? 

.We realize, and are in full accord with the-position, that the health of 
patients is the first consideration of a physician. We are, in addition, in agree¬ 
ment with the congressional mandate that consent be gained from both patients 
•and subject except where not feasible, or in the judgment of the investigators not 
in the best interests of such person. The August 30 statement of policy, however, 
serves only to confuse the patient, the investigator, and the sponsor. 

The Declaration of Helsinki, prepared by the World Medical Association, 
has been gaining increasing acceptance throughout the world, including endorse¬ 
ment by many of our leading medical and research societies. Its provisions and 
similar safeguards, as well as other possible alternatives, should be carefully 
considered before unrealistic guidelines are imposed by the Food and Drug 
Administration. 


It is respectfully requested that enforcement of the statement of policy be 
held in abeyance pending consultation with those moat directly involved. Repre- 


490 


Taaes L« Goddard. M.D 


-5- 


October li, 1966 


sestacxves of medical associations and societies and of the Pharmaceutical 
Manufacturers Associa ti on and its member firms stand ready to assist in any 
way in the form u la t ion of revised guidelines which will still assure the well 
being of persons and subjects used in pharmacologic and clinical trials. 

Sincerely. 

/s/ C. Joseph Stetler 

enclosure 
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MEMORANDUM 


Regarding Statement Appearing.in August 30, 1966 Federal Register 
Concerning Clinical Investigation of Drugs 

Section. 505(i) of the Federal Food, Drug and Cosmetic Act provides, in 

part: 

” . . , Such regulations shall provide.. . . the manufacture r requiring 
that experts using such drugs for investigational purposes certify ... 
that they will inform any human beings to whom such drugs, or any 
controls used in connection therewith, are being administered, or 
their representatives, that such drugs are being used for investigational 
purposes, and will obtain the consent of such human beings or their 
■ representatives, except where they deem it not feasible, or in their . 
professional judgment, contrary to the best interests of such human 
beings. " 

The function of the ’’August 30 statement of policy” is apparently to set fo( 
the Food and Drug Administration’s interpretation, of the requirements embraced iii.- 
.he above quoted statutory language. See subsection (a) and (b) of the Statement of. 
Policy. Without considering the necessity or propriety of giving interested persons 
an opportunity to comment on such a statement, it is basic law that such regulations 
are only valid in so far" as they are a reasonable interpretation of the statutory lan¬ 
guage.-.They may not incre_a.se the scope of the statute. 

The quoted statutory provision imposes a duty upon a manufacturer of an in¬ 
vestigational new drug to require investigators to inform human beings that the drugs 
or controls administered ’ ’are being used for investigational purposes and . . . 
obtain ( the) consent" except where they d eem it not feasible or in their professional 
judgment contrary to best interests of such human beings. The consent referred to 
is that the patient or subject will permit administration of the drug though he knows 
it is an investigational new drug. Nothing is said in the statute about conveying all 
the information that civil and (or) state law may require prior to the administration 
of established drugs. The reason is obvious. Such comprehensive data is usually 
not known concerning investigational drugs. This is why they are under investigation. 
The statements by members of Congress on the floor, describing the consent pro¬ 
visions, in no way indicate that the "informed consent" concept set forth in the regu¬ 
lation was intended by the amendment. Representative Chet Ho.iifield of California, _ 
in discussing the so-called Friedel Amendment to H.R. 11581, 87th Congress, (con¬ 
taining the same language as quoted above) Btated on the floor of the House of Re( ■' 
sentatives on September 27, 1962: 

"If a doctor is going to do any experimenting on me, I would like to know 
that it was an experiment. I might agree and probably would if my doctor 
said ’Now, we do not know what the result of this will be, but we think it 
will be very good, we are hopeful. 1 " (Congressional Record, 87th Congress, 
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Second Session, Page 19889) 

During the same interchange. Representative Paul Rogers of Florida stated, 

"I think at the present time ethics require a doctor to notify a patient before he uses 
an experimental drug. However, there are cases that have been pointed out where 
there may he a situation where consent cannot be obtained . . , ." ( Congressional 
Record, supra, p. 19889) 

The statute provides that it is not necessary to obtain consent if the investi¬ 

gator (gather than the Food and Drug Administration) using his professional judgment 

decides that it is not feasible or not in the best interests of the patient or subject. 

As stated by the late Senator Fates Kefauver of Tennessee in response to a request 
for clarification of this provision: 

"On the Senate floor an amendment was offered and accepted to the 
effect that in giving experimental drugs, physicians shall consider the 
best-interests of their patients. In the House of Representatives, the 
Friedel Amendment, which was along the same line but somewhat 
tighter, was’adopted. In conference, an amendment in line with these 
two amendments -- suggested by the Senator from Nebraska -- was 
submitted. I proposed same rearrangement of the language, but there 
was no change in the meaning. The resultant language requires the, 
patient's consent, except in instances -- a3 the Senator from New York 
has said -- in which it is deemed not feasible as in the doctors best 
judgment is contrary to the best interests of such human beings. The 
decision must be according-to the best judgment of the doctors involved. 

There will be no interference with the doctor-patient relationship. But 
the responsibility for not obtaining the patient's consent will clearly 
rest with the physicians. ( Congressional Record, supra, p. 2.2042.) 

Several statements made by other Senators and Congressmen to the same 
effect also appear in the Congressional Record, supra, pp. 16337, 16341% 16343 and 
19889. There is absolutely no basis either in the statute or in its legislative history 
for the Food and Drug Administration to dictate the circumstances under which an 
investigator need or need not obtain consent. Indeed, amendment 8-22-62. A to S. 1552, 
87th Congress, 2nd Session, proposed by Senator Jacob Javits of New York on August 
23, 1966, would have authorized the Secretary of Health, Education, and Welfare 
to promulgate the exceptions to the obtaining of consent rules. This approach, how¬ 
ever, was dropped in favor of the present provision. It is worthy of note that several 
Congressmen and Senators specifically mentioned that an investigator should be 
allowed to exercise discretion regarding patients with'serious disease, who do not 
know about them and patients who might suffer adverse mental or emotional reactions.. 
’( Congressional Record, supra, pp. 16335, 16336, 16337, 16339, 19889.) Recognition 
as given that informing persons in those circumstances might be contrary to their 
best interests. The August 30 Policy Statement on the other hand restricts such dis¬ 
cretion to cases where "the communication of information to obtain consent would 
seriously affect the patient's disease status." 
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The legislative Mat ary is. barren, of any Congressional intent to limit the 
application of the phrase “not feasible 1 ' (which is equated by ' Webster's Seventh Nev 
Collegiate Dictionary , G. C. Merman Co. , 1965, with impractfble at page 432) 
so that it means "impossible", as is done in the Statement. 

There is nothing in the statute or the legislative history which distinguishes 
between subjects and patients nor is there any indication that the consent involved 
need be obtained in writing. 

It is probable that the Policy Statement represents an attempt by the Food and 
Drug Administration to "codify" the malpractice and state laws regarding informed 
patient consent*' No such responsibility has been placed upon the Agency by the Con¬ 
gress. It is .beyond the realm of reason to propose that the authority to interpret the 
meaning of a federal statute includes the authority to codify the vast and conflicting 
body of law created by federal and state courts decisions. 

It has long been recognized by the Food and Drug Administration that the pro- 
•visions in Section 503(b) of the Federal Food, Drug and Cosmetic Act, restricting 
the prescribing of certain classes of drugs to "practitioners licensed by law", mean 
that such drugs may be prescribed only by practitioners in each state who are such 
in accordance with the law of that state. It has been admitted that FDA has no author ii 
to regulate who may practice medicine. The same rule applies to patient consezj/ 
Administrative fiat cannot be employed to dictate the physician-patient relationship 
.or other principles of the practice of medicine. 

/ * 

Although affected persona are entitled by law to ignore an interpretive regulatii 
which is not a valid construction of the statute and will be protected by proving that 
fact in any court action instituted by the agency; such protection is meaningless in 
the instant case. ' 

Sections 130. 3(a)(12) and (13) of the new drug regulations require that the 
sponsor obtain from each investigator signed statements including a certification by 
each investigator that "will inform any patients or any persons used as controls, 
or their representatives, that drugs are being used for investigational purposes, 
and will obtain the consent of the subjects, or their .representatives, except where • 
this is not feasible or, in the investigator's professional judgment, is .contrary to 
the best interests of the subjects. " 

Presumably, the policy statement "interpretations" now "apply" to those 
sections. The sponsor must include in his "notice of claimed investigational exemptin' 
for a new drug" a statement that he has obtained such certification (Regulation 130. 32) 


1) The quotation that follows is from form FD 1572 governing phase 1 and 2 invest 
gations. It is interesting to note that the requirement for phase 3 (form FD l( 
contains identical wording with one exception. The phase "inform any patients' a- 
persons used as controls" is replaced by "inform any subjects, including subject. 
used as controls" even though there are no patients in phase 1 studies ar»n a large 
number of patients in phase 3 trials. 
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There is no requirement that the sponsor forward copies of these statements 
to FDA or that the investigators retain copies. However, FDA Inspectors may inspect 
the sponsors' records (Regulation 130.3(a)(5) and 130. II) as well as the investigators 1 
(130. 3 (a) (12) and (13) )• The Food and Drug Administration may "blacklist" an 
investigator who "repeatedly or deliberately fails (ed) to comply with the conditions. 


o£ the exempting regulations" (130. (c) ) and may revoke a sponsor’s exemption for ' 
investigational use if "the clinical investigations are not being conducted in accordance 
with the plan submitted in the 'Notice of claimed investigational exemption for a new 
drug 1 " (Regulation 130. (d)(7) ). This becomes especially important in view of the 
decision in Turkel v. Food and Drug Administration, 334 FZd 844 (C. A. 6, 1964) that 
the revocation of an investigational new drug exemption is not reviewable in the United 
States Circuit Court of Appeals. 


Thus, although the statement of policy does not have the force and effect of law 
from the paint of view of legal theory, FDA presumably could take far reaching admini¬ 
strative action without affording interested parties their day in court. 

Accordingly, the August 30 Policy Statement should be revoked. 
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American Medical Association 
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September 28, 1966 


James L. Goddard, K.D. 
Commissioner o£ Food and Drugs 
-Food and. Drug Admlniacracioa 
Washington, D.C. 




T. J. I- Suxfum. M.3. 

If WMW Ml frtMdtmi 

tifiir &. urn. 

HlillUl 

miomi mi 


Re: Consent for Use of Investi¬ 
gational New Drugs on Humans; 
Statement-of Policy (21-CFR 
130.37*) . ___ 


Dear Commissioner Goddard: 

We have given careful consideration to the "new statement 
of policy" governing consent for use of investigational new 
drugs on humans which appeared in the August 30 issue of the' 
Federal Register, and submit herewith our comments. 


• Section 505(i) of. the Federal Food, Drug, and Cosmetic . „ 
Act provides that regulations on the use of investigational 
new drugs shall impose the condition that investigators "obtain 
the consent of such human beings or their representatives, ex¬ 
cept where they deem it not feasible or, in their professional 
judgment, contrary to the best interest of such human beings." - 
There is nothing in that' Section which grants the Food and Drug 
Administration authority to impose its opinion of what constitutes 
consent upon the medical profession. The "consent" provision . 
was enacted as a measure to assure that medical practitioners 
protect the human rights of individuals in the investigation of 
new drugs. These rights do not emanate from the Food, Drug, and 
Cosmetic Act — to be defined,. amplified, or interpreted by the 
Commissioner. They exist in the entire body of civil law. 

It is impossible for the Commissioner to codify realis¬ 
tically, in the form of a policy statement, the legal requirement^ 
for valid consent under the myriad varying. circumstances which 
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James L. Goddard, M.D. 


exist:. There are thousands of pages of case law which per¬ 
form that function. The court in each case does and must take ' 
into account the particular fact pattern involved. Also con¬ 
sidered is the discretion that must be left with the individual 
practitioner if he is to be able to best serve his patient.. 

' The manner in which the proposed regulation has been drafted 
makes it appear that FDA, in one policy statement, is attempting 
"a codification of that entire body of law. For example, the 
' comprehensive criteria set forth as necessary for an "informed 
consent" are seemingly derived from recent court decisions. 

Yet,--among other things, it would appear from the statement 
. that a "representative" has unlimited legal authority to give 
-valid consent to the administration of investigational drugs to 
a child or institutionalized incompetent person, etc., primarily 

'for the accumulation of scientific knowledge. 

♦ 

* 

, From he standpoint of proof it may be better, if the need 

arises, for- the physician to have the patient’s consent in 
writing. However, the requirement that such consent shall be 
in writing exceeds existing legal requirements for a valid con¬ 
sent and constitutes an unwarranted interference with the practice 
of medicine. The use of investigational drugs does not always 
involve unusual hazards, and it should be left to the physician's 
discretion as to whether a written rather than-an oral consent 
should be obtained. 

In providing that the "patient's consent shall be obtained 
in writing bv the investigator" is it intended that written 
consent shall be obtained only in the case of a patient but not 
a' subject? Is it intended that written consent shall be obtained 
from a patient, but oral consent is sufficient when a representa¬ 
tive acts on his behalf? Is it necessary that the patient's 
written consent be obtained only by the investigator, or can it 
be obtained by someone else? Does the "fair explanation of all 
material’information" have to be stated'in the written consent, 
or will a simple statement of consent to the administration of 
the investigational drug suffice? 
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James I*. Goddard, M.D. 


September 28, 1966 


In our opinion, the policy statement exceeds the authority 
delegated to the Commissioner, contains ambiguities which 
would result in confusion concerning the legal responsibilities 
o£ physicians in the investigational use o£ new drugs, and is 
an unwarranted interference with the practice o£ medicine. We 
urge, therefore, that it be withdrawn. In any event, we request 
that its effectiveness be. stayed until representatives of the 
various interested organizations and the FDA have" had a full 
opportunity to discuss the statement and explore alternatives. 

Respectfully submitted. 
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DEPARTMENT OF HEALTH. EDUCATION. ANO WELFARE 

PUBLIC HEALTH SERVICE 
wooa rocxviujc pike 

•CTMCSOA.MO. anat* 


December 12,"1966 


70 : Heads of Institutions Receiving Public Health Service Grants 


FROM : 
»“ •»: . 
.SUBJECT: 

(WH.I " 


Surgeon General, Public Health Service 

Clarification of procedure on clinical research and 
investigation Involving human subjects 


•The attached report of December 12, 1966, on the above subject. Is to 
^.clarify issues raised by Public H ea lth Service grantees and staff since 
; the-issuance by Shis office of PP0_#1Z9, Revised, dated. July 1, 1966, 

• subject: ."Investigations Involving; Human Subjects,."including Clinical 
.Research: “lequireeeats for Review to In sure the Rights, and Welfare of 
^Individuals." . ... 

f • \ 

.This policy refers to all isvescigaeions that involve human subjects, ^In¬ 
cluding invettigaciens la‘the behavioral aod social sciences. It does not. 
reflect a change in policy, but is a clarification only of the current j 
^policy for the use of grantees. / 




Attachment 



William H. Stewart, M.O. 
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U. S. Public Health Service 
Division of Research Grants 

Bethesda, Maryland 2Q014 December 12, 1966 


SUBJECT : Investigations Involving H a g a n Subjects, Including 

Clinical Research: Requirements for Review to Insure 
Che Rights and Welfare of Individuals: Clarification 

APPLICABILITY: All PHS Grants and Awards 


REFERENCE : PPO #129, Revised, July 1, 1966 


This report is to clarify issues raised hy PHS grantees and staff'regarding ~ 
the meaning of Che requirement#.of PPO #129, Revised, July 1, 1966, subject: 
“Investigations Involving Human Subjects, Including Clinical Research: 
Requirement* for Review to Insure the Rights and Welfare of Individuals* M 

?Thi* policy refers to all investigations that involve human subjects, 
lll&cludirg investigations in the behavioral and social sciences* The 
migrantee institution is responsible for* as suri ng that the investigations 
"*are in accord with the laws of the com m uni ty is which -the investigations 
are conducted and for giving due consideration to pertinent ethical issues* 
Appropriate groups of associates within the institution, and outside 
consultants if needed, are to be utilised Co provide the necessary reviey. * 
Institutions may designate separate groups in order to assure competence'' and 
l ' independence • of review for particular areas* ’ 

The principles of this policy apply most directly and comprehensively in 
Chose i n sta n ces of social, behavioral, and medical science investigations 
where a procedure msy i nduce in che subject an altered state or condition 
_ potentially harmful to his personal welfare* Surgical procedures, ehe 
-administration of drugs, Che req uirem e n t of stre nu ous physical’ exertion, 
and participation in psychologically or socially harmful activities are 
examples of- 'experimental arrangements which require thorough scrutiny by 
institutional review groups. Such procedures require continuing overview 
and full documentation for the record* 

Aside from the above types of procedures, there is a large range of 
social and behavioral research in which no personal risk to the. subject 
is involved. In these circumstances, regardless of whether the investigation, 
is classified as behavioral, social, me d i cal, or other, the issues'of concern 
are che fully voluntary nature of the'part i cipation of Che subject, the 
maintenance of confidentiality of information obtained from the subject, 
and the protection of the subject from *-.** of che findings* For example. 
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a major class of procedures in the social and behavioral sciences does so 
care Chan observe or elide information about the subject's status, by 
means of ad m i n istration of tests, inventories, questionnaires, or surveys of 
personality or background. In such instances, the ethieal considerations 
ofjyoluntary participation, confidentiality, and propriety in use of the 
findings are the most generally relevant ones. However, such procedures 
■ay in many instances noe require the fully inf o rm e d consent of the subject 
or'even bis knowledgeable participation. In such instances full and specific 
doeumencaclon is necessary for the record. 

Many investigations in the social and behavioral sdences involve procedures 
designed to alter the statue of the individual as, for example, studies of human 
learning, social perception, or group effectiveness. In sueh research Che 
effeeta, if any, on the subject may be transitory or even sere or less ' 
permanent, but they oust be Judged clearly not to be harmful or not to 
involve the risk of barm. 

Whatever the nature of the Investigation, the concern for the protection 
of Che subject and for the assurance of voluntary participation becomes 
most critical when the subject is not of age or competence to make an 
adequate judgment in his own behalf. 

these are only some examples of Issues which may arise. The fundamental 

point Is that every project must be considered on an individual basis Co 
-clarify which, if any, such issues are present and to insure that these 
are adequately resolved by the specific design of its procedures. For 
this reason, it is essential that the grantee institution be responsible 
for the clarification and resolution of all ethical and other pertinent 
issues. The appropriate mechanism far this purpose is Che utilisation oSf? 
groups of associates, established at Che institution to provide competent, 
.independent review. Based on its knowledgeable scrutiny of Che specifies 
of Che Investigation involved, such a review group can decide which issues 
are germane and ascertain the adequacy of provisions for protecting Che 
rights and welfare of human subjects in research, the appropriateness of 
the methods used Co secure informed consent, and the risks and potential 
benefits of Che Investigation. 


ORIGINATING 0FSTC2; Office of the Director, Division of Research Grants 


APPROVED 3Y: Grants Policy Officer, OSG 

rrL.QJL&s^ 

Date: IX-JiS'Z&C 

Index: Clinical Research 

Human Subjects: Behavioral Investigations 
Clinical Investigations 
Medical Science Investigations 
Social Science Investigations 
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OAK RIDGE'ASSOCIATED .UNIVERSITIES 
Oak Ridge,’ Tennessee 

Patient Admittance Agreement 




The Oak Ridge Institute of Nuclear Studies (ORINS) Medical 
Research Hospital'is operated by Oak Ridge Associated Universities 
(ORAU) for .the U. S. Atomic Energy Commission (AEC) for the conduct 
of certain clinical research programs. These programs are mainly 
in areas allied to the application of radiation and radioisotopes 
to medicine and other health sciences. 

I understand that.I have been accepted as a patient for 
admission to the hospital, or as an outpatient, because my physical 
condition has been determined by the hospital staff to make me a 
suitable patient for a currently active clinical research project. 

I further understand that while a patient- at the research 
hospital examinations', treatments, and tests may be prescribed 
which are experimental in nature and I hereby consent to such.ex¬ 
aminations, treatments, or tests. Notwithstanding the above, I 
reserve the right to a full explanation of any such proposed 
examination, test, or treatment and the right to withdraw my con¬ 
sent. -£* further reserve the right to withdraw completely should 
I find that I am unable to continue. 

I further understand that I can remain in the research hospital 
only so long as I am needed for research purposes, and that I must 
be discharged when my participation in a study is completed and when, 
in the opinion of the hospital staff, my medical condition permits. 

In such event, I understand that ORAU, its officers, employees, and 
agents, cannot assume responsibility for any continued medical care. 


The above statements have been explained to me by the member of 
the Medical Division staff named below. 1 understand and accept the 
statements. 

I have not been influenced in making this agreement by any 
representations or statements regarding improvement in my physical 
condition or the probable results of any treatments received, but 
instead expressly assume all risks incident to my hospitalization, 
care, and treatment. 


patient' s' Signature ~~ 

Parent or guardian's signature”" 


Medical Division' -staff member's 
signature 


Date^ 


PATIENT ADMITTANCE 


AGREEMENT MED-13(2-67) 
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OAK RIDGE ASSOCIATED UNTVERSIJIE5 
Oak -Ridge,. Teuners'ee' 

Consent to Experimental* Treatment- 


*1 authorize the performance- upon, 
of the following treatment: '_•_ 


(ipy^if £T-name of parusat) 


(.State nature ox treatment) 


The nature and purpose of the treatment, passible alternative 
methods of treatment, the risks involved, and the possibilities, of 
complications have been explained to me. I understand that this 
treatment is not the usual treatment far my disorder and is there¬ 
fore experimental and remains unproven by medical experience so 
that the consequences may be unpredictable. 

• « . * “ 

DATE: , _ •- TO ■ X _ 

(Patient or”person authorized to 
consent for patient). 


WITNESS:£ 


I have talked with • _-_about 

Name • 

the proposed course of treatment to be given . 

. - ' ** . Ksm ? 1 

including the following:* . —_ 


- * i 

• ■ • • ^ •• 

- Physician .-‘Date 

*Physician should indicate experimental drugs, radioisotopes, 
radiation therapy, and/or possible placebo or sham therapy. 


CONSENT 70 sX? ER.IHENTAL TREATMENT MED -146 (Z - 67 ) 
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OAK -RIDGH. ASSOCIATED UNIVERSITIES ' 

Oak Ridge, Tennessee 

Authorization for the Administration,of 'Radioactive'Substance 

I hereby authorize the staff of the ORXNS Medical Division to 
administer to ■ _ the fallowing radio¬ 
active substance . ■ _ 

Nuclide Chemical 

Dose Route of administration 7 

t , 

The purpose of this procedure has been explained to. me as being: 

- j ■ ■ - — ..... — .-—— ■ ■ 


Its relevance to my condition, the risks and any. possible alternatives 
have been explained to me. 


Name os'‘patient 




AUTHORIZATION FOR THE ADMINISTRATION OF 


RADIOACTIVE SUBSTANCE MED-148(2-67) 
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20-7. Navy Laboratory Fuads (Inciepcitdc::: 

Research; 

* • 

{n ObjrctiiCi .— Hit prutvipr.l objective' or 
the Na*v Laboratory Funds Program arc cn- 
harxc the competence of a laboratory; permit 
.it to grow in vcictuiitc stature; improve its ability 
n> attract competent invc«ic-«t‘»fy. initiate chal¬ 
lenging work ant! ultimate-'.' improve its capa¬ 
bility to make new ideas and fresh approaches 
pay off in terms of its directed programs. 

(2) bunds .—Subject to the current availability 

of funds, BUMED will provide major research 
and development command activities with Navy 
Laboratory- Funds to conduct independent re* 
search. The Funds will be furnished to provide 
' flexibility for the investigation of new ideas 
gen e ra ted during the year for which there is 
no provision for funding in the formal program. 

, The Navy Laboratory Funds will be in addition 
o> (hose provided for approved or assigned work 
units, and since they* are primarily to augment 
and' exploit technical competence, they shall not 
. be used to make up deficits in directed parts of 
the program, nor normally to sponsor contract 
research. 

(3) Controls. —Prior BUMED approval is not 
required far studies undertaken with these funds. 
The commanding oncer of the laboratory will 
direct the use of these funds and may set 
up a board of senior investigators to assist him 
in the selection of studies to be. conducted. These 
studies should normally have a 2*ycar limitation, 
to be extended oniy with specific BUMED ap* 
proval. Projects showing promise shall be- in¬ 
corporated into the regular research or develop¬ 
ment program at any time by submitting them 
as a proposal in accordance with article 20-6(4). 

(4) Report.—Activities provided Navy Labo¬ 
ratory Funds shall submit a letter report. Report 
of Independent Research Funds (Report Symbol 
MED 3920*1), to reach BUMED (Code 71) no 
later than 15 July each" year. The reporting 
period shall be the fiscal year in which funds 
are received. The content of the report shall 
include the identification of studies undertakes, 
progress or' results, and obligations and expendi¬ 
tures against the studies. 

20-8. Use of Volunteers in Medical or Oiher 
Hazardous Experiments 

(l) .-Ippro*--.'.—Experimental studies of a roexi- 
' ical nature or experiments which pose any uo- 


hm;:i! hazard to the subjects are forbidden exec.*: 
when the study or experiment, and the u*e c.' 
vultinivur human subjects, has been approvi-j 
by the secretary of the Navy. 5uch studies ;-r 
experiments shall be approved via their cna:n 
of command. In each case the experimental »k* 

. sign and medicai support shall be reviewed by 
the Chief. BUMED. to determine the adequacy 
of the safety factor. 

t2> Volunteer Policy. —Participation shall be 

• on a volunteer basis only. Volunteers, after full 
infunnatiun. shall consent in writing out shall 

• not be required to execute a release from future 
' liability for negligence attributable to the Navy. 

(3) Administrative Procedures: —Requests tor 

the use of volunteers as subjects for medicai or 
other potentially hazardous experiments shall 
be submitted in accordance with SECNAV In¬ 
structions and such implementing Instructions as 
may be promulgated by lesser authority. 

(4) Record .—For each instance a statement 

shall be entered in the individual's medical rec¬ 
ord indica rin g the work-unit number and title, 
and a notation of the physical and/or psycho¬ 
logical effect, or lade of same, resulting from the 
investigation. __ 

\ 20-9. Experimental Animate 

W (l) Department of Defense Instruction 321(5.1 
19 April 1966 established the policy governing 
Iffcbe use and care of experimental animals involved 
.( in the research, development, test, and evaluation 
- programs of DOD Components, and also ce r t a in 
. public information aspects pertaining thereto. 

Pertinent portions are quote! below tor com- 
. plionce: 

\ 111. POLICY. The Department or Defense is one oi 
d the Federal a g encie s which, along whh dff^sciencifie 
) community and a majority of the United states public, 
i supports the use of experimental animals in research in 
I contributing toward the achiev em ent of a a tion a l de- 
t tense objectives and to the public welfare. It is antin'- 
. I pared that investigations with experimestal animals in 
• support of national defense requirements will increase 
- because of the widening scope of mUiaer operations. 

Despite general acceptance, the use-of animals in re> 
• search has proved to be a sensitive n-hirer among var¬ 
ious groups in the United States and foreign countries. 
-. For this reason the following policy is enunciated-. 

A. On the Care of Experimental Animals 
I 1. All asp e cts of investigative programs involving 
I the use of laboratory animals sponsored by DoD Com¬ 
ponents will be conducted according :o the principles 
enunciated in the "Guide for Laboratcrv Animal Facili¬ 
ties and Care.” (ref. (c)). This guidr represent' the 
.view* of the American professional croups in the life 
sciences. 

2. Laboratory staffs ar.d facilities shall in all cases 
be sufficient to meet the high standards desired, includ¬ 
ing the provision of mil necessary support services such 
a* veterinary care and trained service personnel, and 
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OF THE MEDICAL DEPARTMENT. U. S. NAVY 


Us«* oi Volunteers ir. Medical or Other Hazardous . 

Experiment* 

f 1) Approval. — Experimental studies of a medical nature 
or experiments which pose any unusual hazard to the. subjects 
are forbidden except when the study or. experiment, and the 
use of volunteer human subjects, ins been approved by the 
Secretary of the Navy* Such studies or experiments shall be 
approved via their chain of command. In each case the « 

experimental design and medical support shall be reviewed by 
the Chief. BUMED. to determine the adequacy of the safety- 
factor. 

• (2) Volunteer Policy — Participation shall be on a volunteer 
basis only. Volunteers, after full information, shall consent 
in writing but shall not be required to execute a release from 
future liability for negligence attributable to the Navy. 

(3) Administrative Procedures. — Requests for the use 
of volunteers as subjects for medical or other potentially 
hazardous experiments shall be submitted in accordance with 
SECNAV Instructions and such implementing Instructions as - 
may be promulgated by lesser authority. 

(4) Record. — For each instance a statement shall be entered 
in the individual’s medical record indicating the work-unit number 
and title, and a notation of the physical and/or psychological 
effect, or lack of same, resulting from the investigation. 

» 

Change £6, 7 March 3267 
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UNITED'itATES GOVERNMENT 

Memorandum 


TO : See list below Date.- October 30, 1967 


from : Surgeon General 


subject: PHS policy for intr amu ral programs and for contracts when investigations 
'involving human subjects are included 

‘ I. Introduction 

Advances in health depend on the creation of new knowledge- The Public 
Health Service conducts and supports research in medicine, in the health 
sciences and in the sciences related to health to obtain this knowledge. , 
Some of this research can be done in "die test tube and laboratory animals, 
but man himself is the ultimate necessary subject of study in the clinical 
phases of medical research, in most social and behavioral research and in ; - 
epidemiologic and other public health research. The use of human beings 
as subjects in research .poses problems for the investigator and his insti- i 
tution. The principles which follow reflect the present position of the 
Public Health Service and apply to intramural programs and to c o n t ra cts 
(a statement .of policy applicable to ex t ramu ral programs was issued in 
PHS Policy and Procedure Order No. 129, revised July 1, 1966, supplemented - 
• ' December 12, 1966, and January 24, 1967). 

Each Bureau Director*, having responsibility for intramural programs and 
for contracts, shall file with die Surgeon General a description of the 
policy and procedure that his Bureau will follow in adhering to these 
principles. The Bureau Director shall report to die Surgeon General all 
subsequent changes in this policy and procedure. 



j 1 ^-C Q7 ^ ^ 

DEPARTMENT OF HEALTH. EDUCATION. AND WELFAR 
PUBLIC HEALTH SERVICE ' 


♦Reference is to all Directors who report directly to the Surgeon General, 
e.'g., those of the Office of Comprehensive Health Planning and Development, 
OSG, die National Center for Health Statistics, and die National Library of 
Medicine. 


Addressees; 


Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Assistant 


Office of Comprehensive Health Planning and Development, 

Bureau of Disease Prevention and Environmental Control 

Bureau of Health Manpower 

Bureau of Health Services 

National Center for Health Statistics 

National Institute of Mental Health 

National Institutes of Health 

National Library of Medicine 

General Counsel (Public Health Division) 


OSG 


in_: 

1 ' HE'.P sUminat; was 



XiOuCTiON 
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II- Intramural Programs 

A. The Subject . 

The welfare of the individual is. paramount. 

1. Health and Safety. 

a. The subject must have available to him the facilities and 

• . professional attention necessary for the protection of his 
health and safety. 

b. The health and safety of persons other than the subject, if 
endangered by the research procedures, must be protected. 

2. • Rights . • 

a. Respect for the subject’s privacy, dignity, comfort and 
legal rights is essential. 

b. The individual must be free to make his own choice whether 
to be a subject in research. His participation shall be 

- • accepted only after he has received an explanation of the 
.procedures, benefits, hazards and discomforts, and, suited 
to his comprehension, of the reasons for the study and its- .. 

' general objectives. He must be informed of his right to 
withdraw f rom the study at any time. An explanation so < 
detailed as to bias his response or otherwise to invalidate 
findings is not necessary in those behavioral, social, 
-■epidemiologic and demographic procedures that involve no 
risk of harm- to the subject. 

c. The considerations that relate to the particular situations' 
in which the subject’s fully informed consent may not be 
desirable or necessary are described in Sections IIE1, 4, 

5 and 6, below. 

B. The Research . 

1. Excellent clinical and_other research in man is to.be encouraged. 
Achievement of’excellence requires sound and creative scientific 
design which incorporates effective measures for ensuring that the 
potential benefits to the subjects and the importance af the 
knowledge to be gained outweigh the inherent risks to the health, 
safety, comfort and rights of the subjects. Investigations shall 
be designed to preclude nondiagnostic or nontheraoeutic procedures 
with inherent likelihood'af death or of serious or permanent 
mental or physical impairment of the subjects. 
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2. Hzicr Categories of Subjects in Research . 

a. Patients : Individuals who come to a physician or dentist 
for advice and care. 

Studies wit* patients may be classified as: 

(1) Diagnostic, therapeutic, or preventive in intent, 
which help idle physician or dentist to understand 
and take care of lie patient or to understand and 
take care of his relatives when it is appropriate 
to- investigate the familial nature of a disease 

(2) Designed to elucidate basic mechanisms of the patient 1 s 
disease process but sot resulting in direct or early 
benefit to the patient 

(3) Not intended for the direct benefit of tie patient..-" 
and not directly related to his disease (the patient 
in such a study serves in a role similar to that of 

a normal volunteer). 

, b. Normal Volunteers : Individuals without known significant 
■ . disease who have volunteered to participate in research 
in a clinical setting (hospital, clinic or other place 
where patients receive medical or dental treatment) or 
to participate in evaluative studies designed to improve 
the health of the public (e.g. 9 studies of vaccine develop- 
.ment or nutrition). 

c. Other "Research Subjects : Individuals who participate in } . 
studies not conducted in a clinical environment (examples 
include certain studies in the behavioral and social 
sciences, epidemiology and demography). 

C. Review and Approval . 

1. All proposed investigations shall be reviewed, for adherence to 
the above principles, by other than those directly involved in 
the conduct of the research. The depth of review and the ad¬ 
ministrative level of consideration and approval must be .com¬ 
mensurate with the character of the research and with the 
magnitude of the benefits and hazards to the subjects. 

Examples of appropriate levels of review and approval for several 
broad categories of clinical and other research including human 
subjects are set fort* in Section HE, below. In general, the 
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approval of a project involving a normal volunteer or of a 
project involving a patient when tire project is nor intended 
for his benefit shall be at the level of the Bureau Director. 

2. The review of proposed investigations shall include group 
consideration of the following: 

- a. The scientific merit of the proposal, including its 
research design and the importance of the knowledge 
to be gained 

b. The qualifications of the responsible investigator 
(defined below) and the adequacy of facilities and 
other resources for both the work to be done' and the 
protection of the subjects 

c. The risks to the subjects 

d. The adequacy of the procedures for- securing informed 
; consent from the subjects 

e. The adequacy of measures for the protection of the 
health,’safety, comfort and rights of the subjects. 

•3. The review, by committee, specialized panel or other gr ou p 
structure, must assure that the judgments about the investi¬ 
gator and his proposal are determined by several persons and. 
are objective, competent and valid. 

4. Significant changes in protocol and emergent problems of in¬ 
vestigation, particularly changes or problems that may affect 
the health, safety, comfort or rights of the subjects, shall be 
brought to the attention of the review group involved. 

D. Responsibility. 

1. The ianediate responsibility for the welfare of human subjects 
in research rests with the person in charge of the design and 
conduct of the research (responsible investigator). 

a. The purely medical or dental aspects of a research project 
shall be under the supervision of physicians or dentists 
who are specifically, rather than generally, qualified to 
assume responsibility for the health of the subjects. It 
is the responsible investigator or his designee who must 
inform the subjects about the project and seek their informed 
consent to participate. He must take effective action when 
significant pathology is observed during an investigation. 
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regardless of the relationship of the pathology to the 
investigation. Illustrative of such action is treatment, 
if "die investigator is the appropriate and qualified 
therapist, or notification of the patient or his physician 
or dentist. 

b. The responsible investigator must be qualified to. conduct 
his project. These qualifications must be examined in 
detail; special training and experience may be more im ¬ 
portant than formal credentials. 

c. A PHS employee, detailed to a non-PHS organization where 
he is responsible for an investigation involving fruwwn 
subjects, shall comply with PHS policy to the extent this 
policy does not conflict with that of the sponsoring organ¬ 
ization. He must, however, assure that •die procedures of 
his investigation reflect standards of ethics and of other 
concern for die individual that are no less rigorous than 
those of die PHS. (Section III, below, states the relevant 
PHS policy for contracts, and PHS PPO #129, revised, for 
grants.) 

^2. The Bureau Director or his- designee is responsible for determining 
die particular mode of group review, for selecting.die membership 
of the group, and for acting on the group’s recommendations for 
approval, disapproval or modification of proposals. 

3. Existing lines of authority within the Bureau shall be used to 

• assure adherence to these principles and to assure effective com¬ 
munication between review groups and investigators. 

4. Written records shall be maintained of the review and of other 
deliberations of the groups appointed for the review. 

E. Special Considerations . 

1. ■ Research consisting of observations made during die administration 
of accepted health care procedures may require no more than review 
in discussion by die investigator responsible for the project with 
colleagues, including supervisory personnel not personally involved 
in die study. Ward rounds, conferences, or staff meetings provide 
appropriate occasions for this type of review. The need to obtain 
informed consent is determined by die specific procedures involved 
in routine practice; consent is often not required for observational 
research. 
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. Research deviating iron, accepted medical or dental'practice 
(certain studies referred to in Section XXB2a(l)) shall be 
given more f ormal group 1 consideration as specified by the 
Bureau Director. The responsible investigator 3 h a l l record 
tie patient’s informed consent in tie medical or dental record. 

3. Research involving normal volunteers (Section IIB2b) and patients • 
who are serving in a similar role (Sections TTB2a (2) and (3)) 
shall be reviewed by a gro up established in accordance with 
Section IIC. The final decision is to be made by the Bureau 
Director or his designee. Wr i tte n informed consent is preferable 
in all cases and is mandatory for all projects involving normal 
volunteers. 

4. The review of research in the social and behavioral sciences and 
in epidemiology, demography and related disciplines involves 
additional special considerations. Separate groups may be desig¬ 
nated to assure competence and independence of review for particu l ar 
areas. 

In much of such research there is no personal risk to the subject 
■ and Idle issues of concern are the fully voluntary nature of the 
participation of the subject, the maintenance of confidentiality 
of information obtained from the subject, and the protection of 
. tiie subject from misuse of tile findings. For example, a major 
class of procedures in the social and behavioral sciences does 
no more than observe or elicit information about 'die subject’s 
status by means of tests, inventories, questionnaires or surveys 
of personality or background. In such instances, the ethical 
considerations of voluntary participation, confidentiality and 
propriety in use of the findings are the most generally relevant 
ones. The procedures may in many instances not require the fully 
informed consent of die subject or even his knowledgeable partici¬ 
pation. In such instances full documentation is necessary for 
the record. 

Some investigations in the social and behavioral sciences involve 
procedures designed to alter die status of the individual, as, 
for example, studies of human learning, social perception or group 
effectiveness. In such research die effects, if any, on die 
- subject may be transitory or enduring but must be carefully as¬ 
sessed for their possible harmfulness. 

5. Whatever the nature of die investigation, the concern for die 
protection of the subject and for the assurance of voluntary 
participation is essential anc becomes most critical when the 
subject is not of age or competence to make an adequate judgment 
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in his own behalf. Studies involving children, the mentally ill 
or ‘die mentally defective shall be carried out only when there 
is no significant risk of physical or mental harm to the subject 
or when direct benefit to the subject is anticipated. The specific 
issues shall be considered by"a review group, as specified by the 
Bureau Director or his designee. In general, written informed 
consent of die parent or guardian shall he required for all medical 
.or dental studies with such subjects, except in studies of an 
observational nature or in .those conducted during the administra¬ 
tion of-accepted health care procedures that do not require spe- 
' cifxc informed consent in ordinary practice. Any exceptions shall 
- be carp fully considered and fully documented. Written informed 
consent of .-parent or guardian may- be desirable in certain other 
stodies with these groups and shall be required if conditions 
wa rr a nt . 

6. Studies of individuals with limited civil freedom shall also be 
•subject to group consideration and approval as specified by the 
Bureau Director or his designee. Informed consent of the re¬ 
sponsible authority shall be required in all cases. Written 
informed consent of the individual shall also be required except 
for studies of an observational nature, conducted during the 
administration of accepted health care procedures that do not 
--require specific informed consent in ordinary practice. ' 

III. Procedures for Contracts 


A. • Any research contract likely to require the use of human subjects in 

carrying out the contract shall be reviewed, prior to final approval, 
by an appropriate group (see Section IIC) to determine the performer’s 
capability for meeting his responsibility to protect the rights and 
welfare of the research subjects. The contract shall contain pro¬ 
visions making clear that the performer is responsible for protecting 
the rights and welfare of the research subjects and for conducting 
tiie work carefully and prudently. 

B. If tiie prospective performer is a grantee who has given and has had 
approved by the ?HS an assurance in. accordance with PPO #129, revised, 
relating to investigations involving human subjects, the contract 
shall require that the work be conducted in accordance with that 
assurance. 
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; C. If an ins-Citation^wlde assurance has not been given or approved, the 
contract shall contain provisions reqniringi^' i._ 


.;!•* _The submissiea,subject toTapproval by a"research review group 
r ' ? £. T‘!. lestablished,by the,initiating bureau in accordance with Section II, 
-of a protocol,'supplemented with, fiilX 'information about the quali- 
*■: fixations of the investigators and _the^ facilities'to be made 

. ' • i' available both to"conduct, the wofk“and*t»“ pr otect the - subjects. 

sde VT- 'T'TZ-: -.u- -o r rxsT- .; wrfcrmr ——*.a 

The spedficaticxrof measures otherwise - to secaxe adherence to 
”’"' 7 the principles in Section II. ' ' ~ ' r *" v ’ ; ;v ::nj 
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• material transmitted ■ 

AMM 7170-1) Human Research Planning and Approval) sets forth general 
policy and procedures for the planning and approval of research involving 
human subjects. 


* FILING INSTRUCTIONS 



Insert the attached in the NASA-Ames Management ManuaL 



Assistant Director for Administration 
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AMM 7170-1 


/AA UuU Um RESEARCH CENTER 
~y- SECTION 

PROGRAM FORMULATION 

MANAGEMENT MANUAL 1S§I!5? - 

Human Research 

Planning, and Approval 


1. PURPOSE 


This article sets forth general policy and procedures lor- the planning and 
approval ol research involving human subjects. 

2. APPLICABILITY 

This article applies to 'all human-research conducted lor or on behalf of 
Ames Research Canter by: 

a. Any officer or employee ol the United States or any other person, en¬ 
tity, or institution. 

b. Any NASA contractor, subcontractor (at any tier), or grantee, to the 
extent that this article is incorporated, by relerence or otherwise, in 
the relevant contract, subcontract, or grant. 

3, AUTHORITY 

. Section 203(b)(1) ol the National Aeronuatics and Space Act of 1968 as 
amended, 42U.S. C. 2473(b)(1). 

L.' DSmiXIONi’ "HUMAN RESEARCH" 

• 

Notwithstanding other technical usage, the term 1 "Human Research, w lor 
purposes of this article, means any test, experiment, or other evaluation 
procedure in the course of which,, or as a result ol which, a human sub¬ 
ject may be exposed to conditions which could reasonably be expected to 
cause distress, pain, impairment ol health, physical injury, personality 
or emotional disorder, or death. 


6. RIGHTS OF SUBJECTS 


Apart from the obtaining ol a proposed subject's consent in accordance 
with paragraph 8, no subject shall be ashed to waive any rights that may 
ariBe in connection'with any injury, loss, or death suffer ed.by the subject 
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as a result of human research. 


6. GENERAL PROCEDURAL REQUIREMENTS FOR HUMAN RESEARCH: 

WAIVERS 

a. Except as provided In subparagraph 6b, all human research within the 
scope of this article shall be conducted only in accordance with the pro¬ 
cedures set forth in paragraphs 7 through 12. 

b. In some Instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of-such human research. In such Instances, upon the request 

• of the principal Investigator, the Director may, at his discretion, waive 
some, or all, of the requirements contained in this article. Moreover, 
the Director may, at his discretion, categorically waive the require¬ 
ments of this article, in whole or in part, with respect to classes . of 
trained persons who knowingly follow a specialised calling or occupation 
which Is generally recognized as hazardous including, by way of de¬ 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however,.shall be construed as authorizing 
the use or employment of any person for any purpose if there exists 
a likelihood that such employment will result in serious or permanent 
injury-or death. 

7. EXAMINATION OF SUBJECTS BY PHYSICIANS 

a. No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub¬ 
ject medically qualified therefor. Such finding shall be based upon an 

examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 

b. At the conclusion of the human research, the-subject shall be re¬ 
examined by a physician. 

* 

c. A report of the results of such examination end re-examination shall 
be promptly forwarded to the Director. 

fi. VOLUNTARY INFORMED CONSENT 

a. Except as provided in subparagraph 8b: 

(1)' No human research may be conducted unless the subject volun¬ 
tarily agrees to participate in the human research, has freely 
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given his informed consent in accordance with 'this subparagraph 8a.. 
and has the legal capacity to so consent 

(2) No consent given by a subject shall be deemed informed unless, 
prior to the giving oi consent, the proposed human research .is 
explained to the subject in language understandable to him. Such 
explanation must include the nature, duration, and purpose of the 
human research; the manner in which it will be conducted; and all 
foreseeable risks, inconveniences, and discomforts to the subject 
that might result from-the conduct of the human research. If the 
nature of such risks, inconveniences, or discomforts is not known, 
this fact must be made known to the subject. In addition, the sub¬ 
ject must be informed that he may withdraw from the human re¬ 
search at any time, or if this is not in fact the case (because the 
circumstances of the experiment make such withdrawal unwise, 
dangerous, or impossible), he must be so advised. 

(3) A subject must give his consent In writing in such form as will 
indicate that he has been fully informed of, and voluntarily accepts, 
the risks, inconveniences, and discomforts which may be involved. 

(4) A person who is a minor or who is without legal capacity to give • . 
his voluntary informed consent shall not be a subject of human re-' 
search without specific authorization in writing signed by the NA9A~.l’;- 
Administrator. 


. b. The Director may waive some or all of the requirements of subpara¬ 
graph 8a if he determines that, due to the requirements of the proposed 
human research (e. g,, necessity that the subject be unaware that he 
is participating In an experiment; nature of experiment requires use of 
minors when otherwise authorized),, .such research would be seriously 
hampered by any of the requirements of subparagraph 8a. 

t t 

9. PROTOCOLS.; AUTHORIZATION- 0? HUMAN RESEARCH BY THE DIRECTOR * 

« • 

a. No human research within the scope of (his article may be conducted 
unless: 

(1) The principal investigator has submitted to the Director a protocol, 
prepared in accordance with Attachment A. 

(2) The Director, after considering the protocol of the principal in¬ 
vestigator, authorizes the human research. 

b. In determining'whether the proposed humsui research should be authorized',**.. 
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This article sets forth general policy and procedures lor-the planning and 
approval ol research involving human subjects. 

2. APPLICABILITY 

This article applies to all human-research conducted lor or on behalf of 

Ames Research Center by: 

a. Any officer or employee of the United States or any other person, en¬ 
tity, or institution. 

b. Any NASA contractor, subcontractor (at any tier), or grantee, to the 
extent that this article is incorporated, by reference or otherwise, in 
the relevant contract, subcontract, or "rant 

3, AUTHORITY 

. Section 203(b)(1) ol the National Aeronuatics and Space Act ol 1958 as 
amended, 42 U. S. C. 2473(b)(1). 

L.' DBHNTTIONi "HUMAN RESEARCH" 

Notwithstanding other technical usage, the term ,n Human Research," lor 
purposes of this article, < means any test, experiment, or other evaluation 
procedure in the course of which,, or as a result ol which, a human sub¬ 
ject may be exposed to conditions which could reasonably be expected to 
cause distress, pain, impairment ol health, physical injury* personality 
or emotional disorder, or death. 

6. RIGHTS OF SUBJECTS 

Apart from the obtaining ol a proposed subject's consent in accordance 
with paragraph 8, no subject shall be as Iced to waive any rights that may 
ariBe in connection'with any injury, loss, or death suffered.by the subject 
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aa a result of human research. 

6. GENERAL PROCEDURAL REQUIREMENTS FOR HUMAN RESEARCH; 

WAIVERS 

a. Except as provided in subparagraph 6b, all human research within the 
scope of this article shall be conducted only in accordance with the pro¬ 
cedures sat forth in paragraphs 7 through 12. 

b. In some instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of-such human research. In such instances, upon the request 

• of the principal investigator, the Director may, at his discretion, waive 

some, or ail, of the requirements contained in this article. Moreover, 
>^the Director may, at his discretion, categorically waive the require¬ 
ments of this article, in whole or in part, with respect to classes .-of 
trained persons who knowingly fellow a specialized calling or occupation 
which is generally recognized as hazardous including, by way of.de¬ 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however,, shall be construed as authorizing 
the use or employment of any person for any purpose if there exists 
a likelihood that such employment will result in serious or permanent 
injury- or death. 

7. EXAMINATION OR SU3JSCTS BY PHYSICIANS 

a. No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub¬ 
ject medically qualified therefor. Such finding shall be based upon an 
examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 

b. At the conclusion of the human research, the-subjact shall be re¬ 
examined by a physician. 

c. A report of the results of such examination and re-examination shall 
be promptly forwarded to the Director. 

8. VOLUNTARY INFORMED CONSENT 

a. Except as provided in subparagraph 8b: 

(IV No human research may be conducted unless the subject volun¬ 
tarily agrees to participate in the human research, has freely 
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•^e Director will consider, among other things, whether: 

(1) The importance of the objective of the research outweighs the inher¬ 
ent risks to the subject. 

(2) The subject of the human research will be unnecessarily exposed 
to risk of Injury, discomfort, or inconvenience. 


{3) The subject or his representatives will receive adequate compensa¬ 
tion, by reason of insurance, workman’s compensation, or the like, 
in the event the subject suffers any loss, injury, or death as a re¬ 
sult of the human research. 

10. ADVISORY BOARDS 

The Director may, at his discretion, appoint a board to advise him as to 
matters within the scope of this article. 

11. LEGAL'AND MEDICAL REVIEW 

A cbfy of the protocol to be submitted to the Director In accordance with 
paragraph 9, or waiver requests submitted pursuant to paragraphs 6 and 
8b, shall be submitted through the Chief Counsel and the Chief, Medical 
Office. 

,2. REPORTS OP INJURIES AND CHANGES IN PROCEDURES 

The principal investigator of human research within the scope of the article 
shall immediately inform the Director in the event of: 

a. Any injury to a subject. 

b. Any deviation from the procedures set forth in the protocol submitted 
. pursuant to paragraph. 9. 

13. DISTRIBUTION 
ADSL-10 


E. Julian Alien 


'.Director 
* • 
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. The-protocol to be submitted to the Director in accordance with paragraph 9 
shall provide the following information: 

1. The title of the proposed research. 

2. Name of organization conducting the research or for which the research 

is being conducted. 

\ ♦ 

3. Name and Qualification s of prihclpaTlnvestiqator‘(afoTof ~co"investi gators,, 

if any). ~ 

Name and qualifications of persons who will conduct the human research 
(unless covered in Item 3). 

5. The purpose of the research) including an explanation of why the use of 
human subjects is required. 

6. The plan of study. 

7. Historical background of the research) with references to pertinent u 
scientific literature. This should include a discussion of relevant prior 
research using humans and/or animals. 

8. Proposed safety precautions. 

9. Expected duration of ths study. (Give approximate beginning and ending 
‘dates.) 

10. Expected number of subjects'to be used. 

11. The source from which subjects are ^expected to be obtained. 

12. Criteria to be used in selecting subjects. 

13. Possible inconveniences, discomforts, pain, and risks to the subject the 
research znay present 

14. Will the subject be free to withdraw from the research at any time? If 
not, when and why. 

15. Wage, salary, or other payment, if any, to be paid to the subject. - 
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i 1:ftr Source (Federal or state compensation acts, Insurance-, other) and general! 
description (include examples of dollar amounts) of compensation, if any, 
to be received by-a subject or his representatives in the event of injury. 


17. Availability of a physician during the research. (Indicate whether a physi¬ 
cian will be present at all times; il not, the-location of the nearest physi¬ 
cians) during the performance of the research.} * 

4 


l'B. What information concerning the human research is intended to be commu¬ 
nicated to the subject. (Include information to be communicated to the 
subject in the course of obtaining his consent. See paragraph >8 of the 


19, The proposed form of consent the subject will be asked to execute. 

20. If a determination pursuant to paragraph 6b or 8b has been, or will be, 
requested, the protocol should so indicate. 
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(AR 3iO~IS) 


REFERENCE OR OFFICE SYMBOL 

SUBJECT 

CRDLS 

Research Use of Human Subjects 


TO TSG FROM CRD DATE -*-i <? c ' CMT 1 


ATTN: Spec Asst for R&D COL Ley/43331 

1. The staff study attached as Xnclosure 1, subject: Review of Department of the 
Amy Policy on Use of Human Subjects in Research, dated 7- January 1969, is forwarded 
for information and comment. 

2. This study was prepared by COL H. L. Ley, Jr., MC, during ACDUTRA after review of 
both ARO and AMEDD files on this subject, and discussions with COLS Plough and 
Rosenberger of your Command. 

3. X am in agreement with the Conclusions of the study, and consider that it is 
desirable for AMEDD to initiate minor changes in review procedures for research pro¬ 
jects involving the use of human subjects. Your specific recommendations are 
requested regarding the following points: 

a. Which of the three possible courses of action outlined in para 5b of the study 
is considered most desirable? 

b. ' Would you recommend the change in approval authority for use of radioisotopes 
presented in para 5f of the study? 

c. Would you consider the Contract Review Board, appropriately renamed, a satis¬ 
factory instrument for medical-legal review of all research involving human subjects 
to insure that appropriate consideration is given to the.rights of the individual? 

FOR THE CHIEF OF RESEARCH AND DEVELOPMENT: 


/SI 

I Incl DONALD L. HOWIE 

Staff Study Colonel, GS 

Chief, Life Sciences Division 


r.-i « cca c? j 
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EXITING SUPPLIES OF WHICH WILL SE 

! cm f.\ 1 IK I fft" tnflMPO FiMAIKTcn 
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CRDLS 


8 January 1969 


MEMORANDUM FOR: COLONEL HOWIE 
SUBJECT: Report of ACDUTRA 


1. A Staff Study, subject: Review of Department of the Army Policy 
on Use of Human Subjects in Research, dated 7 January 1969, is sub¬ 
mitted as a report of ACDUTRA for the undersigned, see Inclosure 1. 

2. The study contains two recommended actions, one of which can be 
initiated immediately and the second after completion of the first. 


3. It has been a pleasure to work on this problem, which I believe is 
an excellent example of the kind of study well suited to Mob Des 
appointees. Your staff, professional and secretaries alike, have been 
most helpful in making it possible to complete the study in the two 
week period of duty. 


1 Incl 
Staff Study 



Colonel, MC 


525 



7 January 1969 


WJBT; leviaw of Pepartaant of the Amy Policy on 8a* of »—n 
Subjects In l umeh 


1. IBQBAH. To twiar present Department of the Any (BA) policy on 
moclasalfiad research project* involving as* of buaen aubjeeta to identify 
potential probUm ere** that HA should consider in fa rther evolution of 
Its policy. 

2. ASSCKPTIOBS. 

e. 3b* present climate of public opinion regarding the om of twasn 
object* in research will continue for the foreseeable f u tag*. 

b. Based on cu rr a nt reviews by the Public health Service (US) regarding 
use of fawn subjects in eadlcel investigation*, it is assumed that PBS will 
publish a revised policy in the near future vfcich will require * won for- 
aalised review of res earch applications submitted by eiviUen eedical 
Institutions to the PBS 


s. facts iKaias ce m mast. 

a* 3he present climate of public opinion regarding the use of bnagn 
eubjects for research reflects strong and serious concern for the rights of 
the indivi du al in the experimental situation. This concern is baaed on the 
revelations of the B urs obo rg Trials end the publicity given to the subject 
by Sr. Henry l. Seedier in his article in the lew England Journal of Medicine 
of 16 Juat 1966. This climate has led in recent years to the Pood and Stag 
Administration (FDA) regulation on "Inferred Consent," the World Had leal 
Association's, "Declaration of Helsinki," and the Ameri can Helical Associa¬ 
tion's "KrMral Caidcllaas for Clinical Investigation . n 

b. If the PBS policy is made core restrictive, this action will bring 
moral pressure on DA to review its procedures far the use of human subjects 
In radical investigation* to insure that these procedures ere consistent 
with the spirit of the revised PBS policy. 

c. C u r ren t ZA policy is outlined in the following three Amy regulations: 

(1) AS. 70-25, 5*e of Volunteers as Subjects of Beeeerch, dated 
26 Har 62, see Annex A. 

(2) AE 40-7, Clinical Use of Investigational Drugs, dated 22 
Jul 67, see Annex B. 
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(3) AX. 40-37, Radioisotope License Program (ftxmn Us*) dated 
16 Aug 63, see Annex C. 

d. Current require—nts for review and approval authority for on of 
volunteers or patients fox experimental investigations vary with the 
sponsorAip of die project sad other factors. A tabular wiry of the 
curre nt DA review end approval procedures, based cm the AX’s listed in 
perm 3a Is attached as Annex 9. Depending spaa die nature of the 
Investigation the application asy be reviewed by die Any Investigational 
Drag Kevlev Board (AXXSB), the Preventive Medicine Division (IBB) of “But 
Office of file B u r g eo n Central (OTSfl) and the M e dical Research and Develop* 
aeat C o m ma * (BBC). 

e. file Directorate of Professional Services (BPS), OTSC, aety also 
nvlar and approve use of investigational drugs in a a er gea cy tr ee toe at 
situations. 

4. tTLSCBSSlM. 

a. Over the six years that have elapsed since publication of AX 70*25, 
DA policy on the «** of volunteers has been eaaaeadable* A comparison of 
BA and PBS policies over this period reflects nost favorably on DA 
because At for—lived in AX 70-25, at an early stage following the 1961 
a—ndaoats of the Ihod Drug and Cosmetic Act (RCA), a policy of review 

of use of volunteers as subjects of research dud: was not paralleled by 
IB In its grant p rog ra m until 1966. fiuLs fact Is perhaps a result of 
the extensive experience of BA with volunteer studies ewer the past 25 
years and the serious cons!deration given over the entire period to die 
rights of the individual in such studies. 

b. Present !SSC policy regarding review of research contracts and 
grants utilizing volunteers or patients as subjects of research varies 
considerably with the specialty are* concerned. For research projects under 
review by the Arsed Farces Rpidaodologicsl Board (AID) and its Commissions, 
intensive two-le vel re view occurs w ith strong eaphaais placed on ethical 
eottslderatloes. further—, the APB revise process —ikes a —tter of 
record the details cf such reviews. Although all Z£EC con tr a ct s dealing uit 
frunea subjects contain s special article outlining policy of fit* Surgeon 
General (TSO) regarding use of human volunteers, see Annex X, it appears 
that often no for—lined review of record is Bade of contract applications 
in the non-ABB area to insure that this policy is followed by the contractc 

c. la—sdgagfcnal dxv e g studies represent a specie 1 ares of activity 
of Ansy Medical Department (AHffiP). The AXZKX, under AX 40-7, bos pr i nc ip al 
responsibility for this area. PDA does not routinely appro— i ndust r y - 
sponsored drug studies prior to their initiation by industry, a fact that 
should be weighed by AUSB in considering studies frots that source. A legal 
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distinction should also be drawn In emergency treatsarat situations between 
ther a pe u tic use of a Marketed drug for an indication other then that fox 
«**«* the drug is labeled and use of a oon-c p p ro ved drug. Tbeaa two sttu- 
piece quite different levels of review responsibility on XSG end say 
for that Reason probably require separate treatment by the AXZtt. 

d. Drug studies with radioa ct ive drugs are a Special situation which 
is unique is that AX 70-25 sad AX 40*37 specify that Secretary of the Army 
(84) approval Is required for any r esearch with nuclear agents using 
-volunteers, this restriction a pp e ar a ap p r op r i ate for stadias of nodical 
hoards of fallout materials or radiation free* nuclear devices. However, 
the i^tlcel use of radioisotopes In patients for both diagnostic aad 
therapeutic purposes is so cannon at this tine that it appears logical to 
exempt it fro* specific approval by either Si at the Chief of lee o agcTi aad 
Sevelopcaent <CUQ. This exception is permitted under pore 3c, it 70*25. 
Similarly, the use of tagged investigational drugs is c oan o n in astabolic 
studies of investigational drugs sponsored by industry. SutsfML policy 

is to consider tagged analogues of investigational drugs as coaparsble to 
the investigational drug itself. If 01 were to follow this FDk policy, 
a ppro v a l of the use of tagged investigational drugs in patients by the 
ATIP and BS, DISC, should provide adequate review for suefa use. If sueh 
studies were perforated is volunteers, approval by G89 would be appro p r i ate. 
These procedures appear to be the Intent of Hanorandu* for lecoxd by L2S 
X. X. Oocroe, febjset* Approval far Bequests for Use of Baeen Volunteers 
is lesearch, dated 1 See 65, see Annex X, and COL S. L. Bowie*s M a aor andaa 
for the Sireetar of Axay Uaeat e b , Subject i AX 70-25, Use of Volunteers as 
Subjects of leiesrch, dated 11 Jwn 68, see Annex C. An earlier policy 
statement in a deposition Bore to TSG free (SB, Subject: AX 70-25, dated 
25 Key 64, see An ne x B» appears to be at variance with later doc i a a ent s 
in para 3b in stating '*It is the policy of this office to seek the approval 
of the Secretary of the Aray for ell research wherein hdasn volunteer sub¬ 
jects are exposed to ionizing radiation froct ary type of source. * Such a 
policy lieu unnecessarily restrictive considering the vide spread use of 
tagged investigational drugs in medical research today. 

e. The use of investigational drugs in eeergancy treat aa nt situations 
poses alnor problem In identifying the group within 0TSG responsible for 
approval of such uses. As noted in para 4c above, a legal distinction 
exists betw ee n marketed drugs used for new indications and non-market od, 
non-approved druga used for aiailar Indications. In the first case, pro¬ 
vided the drug is purchased in the marketplace and not provided by the 
manufacturer to the physician, the use of the drug by the physician for 
Indications other than those for Which the drug is labeled is considered 
within the reals of aadicsl practice. The physician say aaborfc on sueh uses 
on his own responsibility, gnidad by his professional knowledge sad infar- 
motion available is the public domain concerning side effects, c on t rolndlea - 
tioos rad adverse reactions. Bbr such use of a drug approval by the IPS, 
023C, would be highly appropriate. Tor a drug not yet approved for aerketin: 
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asergeney use is considered investigational use by the FDA., sod under chase 
conditions, Approval of use by AXER2 would be consistent with, the policy of 
requiring approval of other investigational drug studies by AIKS. 

f. liie subject of lavestlgaglon* 1 controls for studies of new —dical 
derive* la nan Is in a state of flax at this tic*. A recent court decision 
held diet devices ware subject to the IDCA (AH? Decision). An appeal of 
this decision ess declined by the QS Supreme Court. If the decision con¬ 
tinue* to be upheld by the courts, devices are subject to the seat 
Investigational controls ss ere dregs. IDA is not Inclined to aott rashly 
into this axes, but eay Approach certain cases on a test ease basis, e.g., 
infcra-uterine devices. It is important for AMDS to warn in cu rr ent In 
this sees. 

g. A review of Aft’s 70-23, 40-7 sad 40-37 raises the question whether 
these, three regulations could be integrated into a single regulation. This 
is an attractive possibility, particularly if such a coubinad regulation 
night be adopted ss s DOS instruction. 

s. coocLoszan. 

e. Aft 70-25 Is basically « so und approa ch to DA use of veluatMxs as 
subjects of research, folly in acco rd with n> sad IDA policy in the ss— 

STM« 

b. IBS policy changes concerning use of house anbjoets in research 
that are cu r r e nt ly being discussed will, if inplauscted, place Increased 
pre ssur e on DA either to follow the pattern that TCEt requires er to develop 
a different pattern better suited to DA. In either case, DA dusld insure 
that all ass of hwsem subjects, both volunteer and patient. In research be 
subjected to s nodical-legal review to eooflxs that such investigations 
are conducted in accord with the hl£wst ethical standards to p r otec t the 
rights ef the individual subject, th e re are three courses of action to 
consider as foil oust 

(1) fits first app r o a ch would be to aecept the new PBS policy snd 
Co require chat all sponsoring laotltutions ef contract and grant applica¬ 
tions define thsir review process, create e review ccpaittee of appropriate 
■suberdkip, end periodically review all work c o n duc te d with h—an su b j e ct s 
in the institution, fills approach weald require Che review of sll AHSSC 
Int.r—ril wssrch involving h—se subjects by ss ittBD or ADC eo—ittse. 

(ft) fits second approach would be not to accept the ?SS approach 
but to review sll rssssrch involving ft—an adjects, Aether sa rtT— i ts) or 
iatssRacel, by an A2SBD os MfflC coaudttee. 

(3) fits third spproedi would be to wove initially as outlined in 
purs 5D(2) snd to supplement this with the procedure of pars S<1) within 
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* year or two after ths new PBS requirements are accepted by ths scientific 
and asdics! ca—el ties. 

c» Aft, 40-7 should be gevisesd for possible revision la the following 

cresst 

(1) A clearer delineation of die respective responsibilities of 
H8C, A rat, no and on in the review and approval of investigational 
drug stadias. 

<2) A decision whstfcar the thrust of this regulation la “investiga¬ 
tions' 1 or "lsvestlgstional drug studies.* 1 

(3) A delineation of the approval authority for investigational 
stadias of asrkatad vs. n on - a ppr o ve d drugs. 

(4) A reevsluatioa of the appr o v a l rsqairessnts of ffxaae Z and IX 
vs. Phase XU drug studies, considering that 701 does not approve such 
studies before they are ini t i at ed end that the focaer involve significantly 
greeter hasard than the latter. 

d. gga> should be awa r e of recent legal decisions sup p o rt i ng the posi¬ 
tion that cedical devises fall under the provisions of the 7SCA. Ceosiderat: 
should be given, aa policy evolves la this area, to reviwlag research 
investigations involving heswn subjects and nm devices under geidslints 
aiadlar to those now «s?loyad with drugs. 9m position can also be taken 
that, irrespective of the legal question, all reaaarrh atudiaa using boson 
subjects, Aether imdlviug drugs or devices, should nost the sans criteria 
of ethical propriety. 

s. Considsratioa should be gives at a later data to consoldatien of 
AJt*a 70-25, 40-7, and 40-37 and to proposing such a consolidated regulation 
for SOD Issuance. 

f • Consideration should be gives to foznally revising OLD policy 
regarding approval au tho ri ty for use of radioisotopes as follows* 

<1) That all studies in volunteers of hazards of by products or 
radiation of Military nuclear devices or energy sources be referred to 
Che Secretary of the Axsy far a pp rov a l. 

(2) Ihat all other studies involving use of radioisotopes in 
volunteers be referred to CKD for approval. 

(3) Suit all other studies involving use of radioisotopes in 
patients be referred to TSQ tag approval. 

6. ACTIOS SZ&atSBUD. 

a. That tha I? attached 33 Annex I be signed to transmit this study to 
AHKDD for information and coaaent, particularly in regard to the choice of 
options listed in para 5b. 
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b. But following raeaipt of canatnta froa AHEDB, this r e p o rt sod 
their eo a panta bo re v ie wed to pre pa r e a position pa par race— adlag change 
of D4 policy regarding app ro va l of radioisotope stadias is tout as cmt- 
liaad Is para 44. 


9 Zael 

at 



man. lb. 

Colonel, tC 
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Article The following enumerated Principles, Policies and Rules of The 

Surgeon General, Department of the Army, relating to the use of Human Volunteers 
in Medical Research are incorporated in and made a part of this contract: 

1. The voluntary consent of the human subject is essential. This means 

that the person concerned: * . , 

a. Should have legal capacity to give consent. 

b. Should be so situated as to be able to exercise free power of 
choice, without intervention of force, fraud', deceit, duress, over-reaching, 
or other form of constraint or coercion. 

V c. Should have sufficient knowledge and understanding of the 

experiment to enable him to make an enlightened decision, on the basis of 
explanation given to him as specified below: 

d. Should state his consent in writing, signed in the presence of 
at least one witness who shall attest to such signature in writing. 

2. Each individual who initiates, directs or engages in the experiment 

has a personal duty and responsibility for ascertaining the quality of the 
volunteer's consent. 1 

-SW’- 3. Before the acceptance of consent of the volunteer, he must be given 

^.adequate explanation. He should be informed of the nature, duration, and 
•.’^.purpose of the experiment; the method and means by which it is to be conducted; 

:’’all inconveniences and hazards reasonably to be expected; and the effects upon 
■ his health or person which may possibly come from his participation in the 
experiment. 

4. The experiment should be such as to yield fruitful results for the 
good of society, unprocurable by other means of study, and not random and 
unnecessary in nature. 

5. The number of volunteers used must be kept at a minimum consistent 

with the requirement of a fruitful experiment for the good of society. 

6. In order tha: the anticipated results will justify doing the experi¬ 
ment, it (the experiment) should be designed and based on the results of 
animal experimentation and a knowledge of the natural history of the disease or 

. other problem under study. 

7. The experiment should be so conducted as to avoid all unnecessary 
physical and mental suffering and injury. 

8. No experiment should be conducted where there is a prior reason to 
believe that death or disabling injury will occur. 

9. The degree of risk to the volunteer should never exceed that determined 
by the humanitarian importance of the problem to be solved by the experiment. 

10. The experiment should be conducted only by scientifically qualified 
persons (including an adequately trained physician) who shall be required to 
exercise the highest degree of skill and care throughout the experiment. Com¬ 
petent consultants should be available on short notice in this connection. 
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11. Adequate preparations should be made and adequate facilities provided 
to protect the experimental subject against even remote possibilities of injury, 
disability or death. This includes hospitalization and medical treatment as may 
be required, 

12. The human volunteer subject should be at liberty to bring the experi¬ 

ment to an end if he feels that it is impossible for him to continue under the 
test. • 

■ 13. The scientist or physician in charge must be prepared to terminate the 
experiment at any stage, if he has probable cause to believe, in the exercise of • 
the good faith, superior skill and careful judgment required of him that a con¬ 
tinuation of the experiment is likely to result in injury, disability, or death 
to the experimental subject. 

1A. Established policy prohibits the use of prisoners of war in human ex- • 
perimentation. They id 11 not be used under any circumstances. 

IS. Agents used in research must have the following limiting characteristics: 

a. Controllable lethality 

b. No serious chronicity anticipated 

'c. Effective therapy available 

'd. Adequate background of animal experimentation. 
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CRD/N 


1 December 1965 


MEMORANDUM FOR RECORD 

SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 

• a. AR 70-25 

b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, X0, 

DAR, to undersigned. 

c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 

2. By ref lb, the question was rai.sed as to the authority of Chief, 

Life Sciences Division, to sign ’’For the Chief of Research and Development" 
in certain cases involving use of human volunteers in research. The 
question had arisen in the Office of the Executive, OCRD, during review of 
the reading file and involved human volunteers in medical research. 

3. Ref la, paragraph 6, states that “The Surgeon General will review 
the proposal and forward it with his comments and recommendations on medical 
aspects to the Chief of Research and Development for approval? Paragraph 6 
further indicates that cases involving nuclear chemical or biological (NCB) 
experiments require Secretary of Army approval. Discussions with Chief, 

Life Sciences Division, revealed that in the development of the human 
volunteer program in the period 1955-1956, the authority to sign "For the 
CRD" was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 
of the system of file retirement this is not considered unusual. 

4. By ref lc, the material contained in para 3 was discussed. It was 
agreed that the present procedures would be followed in all cases with the 
exception of the following modification. The Chief, Life Sciences Division, 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip \7ill be marked 
"For Information Prior to Dispatch." 

5. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers" files. 



Life Sciences Division 
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.j Source of Field HQ Approval Approval 
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CKDLS 11 June 1968 

MEMORANDUM FOR: DIRECTOR OF AKMT RESEARCH 

SUBJECT: AR 70-25 "Use of Volunteers as Subjects of Research" 


• 1. The undersigned has, in the past, assumed the responsibility for 
approving Array sponsored resccrch proposals for the Chief of Research and 
. Development under the following criteria: 

•a. Ho. NBC agents are involved. 

b. All provisions of AR 70-25 concerning consent and conduct of 
research will be oet. 

c. The proposed research is considered essential. 

d. Ho adverse publicity or political impact cad be foreseen. 

e. Ho. BOD or Arty regulations or policies will be violated. 

f. Subjects are available and no specific requests for additional 
subjects need be made. 

g. There will be negligible interruption of training or missions 
imposed by the research. 

h. Discomfort and risk to subjects will be minimal. 

2. While the procedure outlined above has not cose under question, it 
has not been formally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


/Sj 

DONALD L. HO'.TIE 
Colonel, GS 

Chief, Life Sciences Division 
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CP.D/H (20 Apr 64) 

SUSJZCT: AS. 70-25 

TO: Ilia Surgeon General ERC*I: C2D DATS 2 5 MAY 1964 COiSSST HD. 2 

1, The information contained in Ccmrant vl has been carefully 
evaluated in order to determine the benefits to be derived from 
incorporating the recommended charges in subject AS. 

2* Tha wording and content of AS. 70-25 was developed only after & 
complete DA staffing and iucludca, in addition to the specific requirements 
for the medical aspects involved, those of a legal and msrnl nature for 
Kaxinun protection of all concerned. 

3* The following corEsnta portsin to the respective subparagraphs 
of paragraph 2, Cscaant Vl. 

a. Subparagraph a. The addition of the statement, "TSe Surgeon 
General’s reccvrandation concerning radical aspects of research using 
Innrcn Subjects chall be binding on all cessando and agencies” is 
considered to b3 unnecessary. The Surgeon General is recognized by 

the General Staff, end particularly by this office, to ba the principal 
advisor to tha Chief of Staff on medical matters. It is, furthermore, 
tha Chief of he search and Devaloprsnt’s policy that, in matters 
pertaining to radical aspects of research, your resomer.datioss will he 
.respected. Final approval of oil requests to use human subjects in 
research io given contingent upon compliance with year raccnaandefclons 
on the nodical aspects of the experiment. 

b. Subparagraph b. It is the policy of this office to seek the 
approval of tha Secretary of tha Arty for all research therein human 
volunteer subjects ere exposed to ionizing radiation from any type of 
source. It should, hoover, ba emphasised that the use of radioactive 
isotopes in radical diagnosis end therapy for patients is not within the 
purview of AP. 70-25, nor are experimental clinical procedures undertaken 
on a patient for his benefit, as provided by par 3c, AD 70-25. 

c. Subparagraph c. Tha word '’ethical" was recommended during 
the staffing of the Arty regulation to emphasize that ell U. S« Army 
medical practices are considered to be in strict accordance with the 
highest standards of ethics. However, to avoid coy misinterpretation, 
the word "ethical” will be deleted at such time its the Army Regulation 
requires substantive revision. 

d. Subparagraph d. Tbs wording as contained in paragraph 5d, 
la based on your recommendations contained in Comment £2, liHD111, dated 
23 June 1301, subjects Draft Amy Regulation in tJGa of Human Volunteers 
in Research Programs to Obtain Psychological and/or biological Data. It 
is considered core appropriate to arrange for consultant service or. short 
notice for any anticipated difficulties which may be encountered during 
the experiment with volunteers. 

(t'l'W.W'sd- "t~~f 
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CfiD/3 <20 Apr 64) 
SUBJECT; /iR 70-25 


4. Insuring the proper utilization of volunteers in research is 
considered or such importance that all possible precautionary measures 
mist be rigidly followed to provide the n.-reiraum protection to the 
volunteers, investigators and the Government. It is essential that all 
personnel having responsibilities in progress in which hasnn beings are 
used as subjects of research adopt a positive, constructive attitude of 
compliance with the provisions of AR 70-25 to insure that this vital 
aspect of Array bicasdical research is not restricted or prohibited. 


[6IGH2D 

G. W. POWER 
Major General, GS 
Acting Chief of Research 
and Development 
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CRD/N 


1 December 1965 


MEMORANDUM FOR RECORD 

SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 

a. AR 70-25 


b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, X0, 
'DAR, to undersigned. 


c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 


2. By ref lb, the question was raised as to the authority of Chief, 

1 Life Sciences Division, to sign "For the Chief of Research and Development" 

•'in.certain cases involving use of human volunteers in research. The 

question had arisen in the Office of the Executive, OCRD, during review of 
/.the reading file and involved human volunteers in medical research. 


3. Ref la, paragraph 6, states that "The Surgeon General will review 
the proposal and forward it with his comments end recommendations on medical 
aspects to the Chief of Research and Development for approval!' Paragraph 6 
further indicates that cases involving nuclear chemical or biological (NCE) 
experiments require Secretary of Army approval. Discussions with Chief, 

Life Sciences Division, revealed that in the development of the human ■ 
volunteer program in the period 1955-1956, the authority to sign "For the 
CRD" was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 
of the system of file retirement this is not considered unusual. 


4. By ref lc, the material contained in para 3 was discussed. It was 
agreed that the present procedures would be followed in all cases with the 
exception of the following modification. The Chief, Life Sciences Division,- 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip will be marked 
"For Information Prior to Dispatch." 


5. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers" files. 



Life Sciences Division 


T 
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CPJ3LS 


11 June 1963 


MEMORANDUM FOR; DIRECTOR OF ARMT RESEARCH 

SUBJECT: AR 70-25 "Use of Volunteers as Subjects of Research" 


1. The undersigned has,, in the past, assumed the responsibility for 
approving Array sponsored research proposals for the Chief of Research and 
Development under the following criteria: 

• a. Ho- HSC agents are involved. 

b. All provisions of AR 70-25 concerning consent and conduct of 
research will be met. 

c. The proposed research is considered essential. 

d. No adverse publicity or political impact can be foreseen. 

e. ' No- DOD or Army regulations or policies will be violated. ' 

£. Subjects are available and no specific requests for additional 
subjects need be made. 

g. There will be negligible interruption of training or missions 
imposed by the research. 

h. Discomfort and risk to subjects will be minimal. 

2. While the procedure outlined above has not come under question, it 

has not been formally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


DONALD L. B0E7XB 
Colonel, GS 

Chief, Life Sciences Division 
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(20 Apr 54) 

SU2J2CT: AH 70-25 

TO: Thu Surgeon tenoral FREft- CED DA3S 2 5 MAY 1964 CCS2EIT KO. 2 

1. Hid information contained in Cosnent vl has been carefully 
evaluated In order to determine die benefits to be derived fret: 
incorporating the racozgaandad changes in subject AB. 

2. The wording sad content of AS. 70-25 was developed only after a 
collate DA staffing and includes, in addition to the specific requirements 
for the radical aspects involved, these of a legal and coral nature for 
rexirasa protection of all concerned. 

3. The following corraaatc pertain to tha respective subparagraphs 
of paragraph 2, Comcast s?l. 

n. Subparagraph a. The addition of the eta tenant, “The Surgeon 
General* s reccmisn-Iotion concerning medical aspects of research using 
human subjects shell be binding on all cossaads and agencies” is 
considered to be unnecessary. Tha Surgeon General is recognized by 
tha General Staff, and particularly by this office, to ba the principal 
advisor to tha Calif of Staff on medical matters. It is, furthermore, 
the Chief of Research and Development*o policy that, in matters 
pertaining to medical aspects of research, your recommendations will be 
respected. Final approval of all requests to use human subjects in 
research is given contingent upon compliance with, your racoesr&ndationa 
on. tha medical aspects of the experiment. 

b. Subparagraph b. It is the policy of this office to soak the 
approval of tha Secretary of tha Army for all research wharain human 
volunteer subjects arc exposed to ionizing radiation frea any type of 
source. It should, her;raver, ha emphasised that the use of radioactive 
isotopes in radical diagnosis and therapy for patients is not within tha 
purview of AS. 70-23, nor are experimental clinical procedures undertaken 
on a patient for his benefit, as provided by par 3c, AB. 70-25. 

c. Subparagraph c. Tha word "ethicsl" was recommended during 
the staffing of t\n Army Regulation to esphssise that all U. S. Arty 
medical practices are considered to be in strict accordance with tha 
highest standards of ethics, llouevar, to avoid any misinterpretation, 
the word '’ethical'' will be deleted at such tine as the Army Regulation 
requires substantive revision. 


d. Subparagraph d. The wording as contained in paragraph 5d,» 
is based on your rccozszondationa contained in Cosment £?., H3BDII, dated 
23 June 1551, subject: Draft Army Regulation in Bee of Human Volunteers 
in Research Erogreza to Obtain Psychological and/or Biological Data. It 
is considered more appropriate to arrange for consultant service on short 
notice for any anticipated difficulties which ray be encountered during 
the experiment with volunteers. 

fi- ri 
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CEB/S (20 Apr 64) 

SUBJECT: AR 70-25 

4. Insuring the proper utilization, of volunteers in research i 
considered of such importance that all possible precautionary xaeacur 
oust be rigidly followed to provide the nmsiragi protection to the 
volunteers, investigators and the Government. It is essential that 
personnel having responsibilities in programs in vhieh human beings 
used asTsubjectsof research ©dept a positive, constructive attitud- 
compliance with the provisions of AB. 70-25 to insure that this vita' 
aspect of Arsy biomedical research io cot restricted or prohibited. 


jSIGiED 

G. W. POWER 
Major General, GS 
Acting Chief of Research 
. ■ -and Development • 
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NASA - Ames 


MoffettSleld, California 
Hot transrmtted to Hfitjts. 


' HEH3RANDWI for Director 

PSom: Mr. George A. Bathert, Jr., Chairman, Busan Research 

Qperlments Review Board, Code EL 

: Subject: Rropcsed Investigation entitled ’’Measurement of . 

Cerebral Blood Flow In Man by an Isotopic Technique . 
Bnploying External Counting”, by Dr. Leo A. Saplerstein, 
Stanford University 

Reference: Memo to G. Rathert from L. Bright, January 7, 19#?, 
subject as above, IGBckb, w/enclosure 

1. Ihe Hunan Research Experiments Review Eoard met on 
January 15, 1969 to consider the subject proposal. All mariners • 
were present. 


. 2. Tbs Beard recannsnds that the subject proposal be 

app roved subject to the following understanding and cements: 

a. It is the Boardfs under s tanding list as stipulated 
In the cements on the Ames Proposal Evaluation Report (Item 10, 
Barm 884, attached), patients who would in any case be given the 
Isotope are to be used as subjects instead of the "norma l” subjects 
suggested for Phase H in the proposal. Ibis change should be 
'stipulated In the signed aggeeaent. 



^notifying the; p a t i ent rt3at'he^>jaansCTrti^ 

"experimental research.* A.suggested revislon is attached. . * •’* *7 ’’ 

• • * * . • . '* * - * • *. 

c. The TTXudnmn permissible dose of the isotope and 
'maxima amount of local radiation should be stipulated. In writing. 
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d. tee cccpcsitions of ambient air and method and duration 
of exposure of the subject (face mask) proposed far Ebase 5 should be 
stipulated, particular ly since HASA Headquarters o ccasiona lly prohibits 
Costers from authorising or spo nsorin g ex p e ri m ents of specific types .. 
(e.g., 100? oxyg e n in a dosed chaster). 'Az^r inconv e ni ences or risks 
to the patient resulting from br e athing these altered gas mixtur e s 
should be Included in the Special Consent Earn. 


e. On page 5 of the propo s al. It is considered that the 
wording should indicate the pr opo sa l mst be ap prove d by the St an f ord 
Committee for Institutional A ssu r an ce. 


.. *1.3« Hie-Board, reccrmsn d s to the Director that the technical. . 

: Monitor be notified by his Division Chief,-in writing, of Us 
' responsibility to monitor compliance with the p ro visi o n s- of 7170-1. 


George A. Eathert, Jr. 
Chairman, Bsron Research Ex pe r iment s 
Review Board ' . 


KTA 

.."JEP 

GflRidcl 1-20-59 
: ^ Buds. 

Ref. Memo w/snd osure 
Revised Appendix HI . 

cc: Ik Board Hester w/o encs 
* R. G. Robinson w/o encs. 
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Ansa Research. Center 
Suggested Revision 

APPENDIX IH 
SPECIAL CCNSENT KEW 

PACT I . 

1. During the course of diagnostic evaluation tor your Illness, 

• a radioactive Isotope, Technetium will be used. It is likely that 
the I nf or ma tion obtained with this Isotope will be of help-to your 
doctor In deciding whether or not further tr eat m ent Is necessary. Ife 
would further like to use data obtained t hrough the use of the isotope 
' for a research study. 

- Title . Measurement of Cerebral Hood Plow in Man by an 
Isotopic Technique Bmloying External C o unting . 



P r i ncip al Investigat ors. 

. / ~ ' - - - 


Leo A. Sapierstein, M.D. 
ftu. Marshall, M.D. 


4. Nature of Studies. Tecbnetim will be Injected into an 

arm aeln. Co u nt er s will be placed over your heart and head, and 

■* . • 

. occasionally arterial blood will be withdrawn. The counts obtained 

» _ »« M A _ • . A . • “ » « « Mk Jk. AS ’* • M % ' •_• , »*’ » • • * J ■ 


'and-head.- We believe that the information obtal i^ reg ard i ng your 


circulation will allow us to make a better decision about your 
#• .* 

"tr eatmen t, and will aid others suffering from similar ailments. 
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5- Foreseeable Inconvenience, Risks., an3 Dlscaafart. 

a. chases 2, 3» and # - She part of the procedure you are 
consenti ng to which principally benefits the research program arai is 
not part of your treatm en t is known as an arterial pu nc t u re. SMs 
procedure has been used at the Stanford University Hospital for a 
considerable number of years and the risks involved are minimal in 
the hands of the experienced personnel who will be involved. Shese 
risks will be explained to you in detail if you sq desire. • -The entire 
procedure, including the diagnostic radioscan, takes about an hour. 

b. Phase 5 - (Include here the exposition of the gas 
mixtures to which the patient will be exposed, and any foreseeable 
inconvenience, risk, or discomf ort he may experience.) 
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Ser 12 
23 Aoril 1969 


cty*—* v T7‘ r TT*= , Ty‘ rr ^ ~r- 1 t -O 

CI.— - .. -Litwl .-.Uv4.»v*» .1,: .v**../ 


5txm: Secretary of the 3svy 
Co: Distribution List 

Sub;: Use cf volunteers as subjects in research, development, 
test, and evaiunudcn 

Ref: (a) Manual cf the Medical Department Chapter 20, Research 

and Development, Paragraph 20-3, Use of Volunteers 
in Hazardous Sraerimeats 

Enel: (1) Sapple Kuscn-Tolurteer Consent Document 

1. Purpose . To prescribe policies end procedures cf one Department cf 
the Davy governing the use cf volunteer subjects in research, development, 
test, and evaluation (RD252) conducted by, within, cr for the liaval Estab¬ 
lishment wherein human beings are experiment ally exposed to hazardous * 
ccatZhicms cr materials. This Instruction does not apply to the use, in 
the treatment of individual patients, cf drugs approved by the Pederai 
Drug Administration for investigational use only. It does apply to the 
use of investigational drugs under an approved RDTSsS project or task in 
a volunteer population cf healthy persons or a volunteer population of 
patienss in which the experimental drug testing has mo relationship to the 
cause cf their being on the sick list. 


2. Background . In the use cf volunteers as subjects dm 

Tin—I—^; 
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23 April l-;o5 

distress, pair, 
hazards inhcrea 
parameters ♦ 


:ical or mental injury', or death greater than ale 
training or work within, accepted occupational 


h. Policy . Certain basic principles must be observed tc satisfy acral 
and legal concepts. These are: 


a. Voluntary consent is essential, 

(1) The —i-jntoer must have legal capacity to give consent- 
Ee -Hi be so situated as to be able to exercise free paver of chrnra, 
without the ictarrsntion of any elenect of force, deceit, duress, rr 
ulterior fora of restraint or coercion. He will have sufficient knr-- 
ledge and ccaaracanaioa cf the elements cf the subject meter irrclvad 
to enable him to sake an understanding and enlightened decision. Inch 
knowledge will be provided to the volunteer in such a earner as sot to 
cccprsaise the sspariaent. * Thus he will he told, prior to acceptance of 
his consent, the nature, a pp r oxima te duration, and purpose of the smeri- 
mert; the method and means by which it is to be conducted; and the incon¬ 
veniences and harsrds entailed — all in such a way as net to lmaliiate 
the results. He veil he fully inf or med of the effects upon his health 
or person which ==y possibly result fr o m his participation in the speri- 
ment. He will he rode to isadarstaad clearly that, at ary time during 
the ccurse of the arcerinert, he will have the right to revoke his consent 
.jyprt to withdraw iron the experiment without prejudice to himself. 

(2) The document of consent will he in writing, setting forth 
the shove requirements and containing, or having attached and referenced, 
a sumary of the informatics given to the volunteer pursuant to the fore¬ 
going requirements. It shall also contain a statsscent by the volunteer 
that he is not relying upon eny inf onsaticn or representation not set 
forth in the demesne of consent and that his consent is given as an 
exercise of free -.ill, without any force or duress of any kind. The 
document will be signed by the volunteer — over his full name; his rank, 
rate, grade, or title; and his date cf birth — in the presence cf at 
least one witness who is net directly involved in the experiment cr test 
and who will attest to such signature in writing. Shdcsure (1; provides 
a sample of an attachable volunteer consent document, the original =f 
which will remaim 1m the records cf the activity conducting the 

(3) Sic responsibility for ascertaining the validity of the 
consent rests upon the.person who directs the experiment :r test. It 
is a personal reversibility which may set he delegated. 
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to. Sie number of voluntce 
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used \nll he kept at 2 . minimum ccssxst- 
uececsary for scientifically valid 


c. The experiment must he rush as to contribute to an app r o ve d 
naval “fTS project. In addition., the experiment or hast should he 
such as to yield fruitful results for the rood of society, unobtainable 
hy other aetheds or of sums;-, and not random and unnecessary in 

nature. There vill he reasonable anticipation'that the results will 
justify the performance of the mmeriment sr test. Accordingly, all 
experiments and tests will he hasei upon prior study cr experimentation 
and designed to accomplish this objective. All medical experiments or 
‘experiments involving the use cf an experimental drug should he cased 
upon the results of arriaal experimentation and a knowledge of the n atura l 
history of the disease or other problem under study. 


d. The experiment or test vill he conducted so as to avoid unneces¬ 
sary physical cr mental stress. 5o experiment or.test will be conducted 
If, upon, careful consideration hy the person who directs the experiment, 
there is reason to believe that death or disabling injury will occur. 

The degree of risk to he taken, vll never exceed that determined to he • 
justifiable hy the humanitarian import ancs of the problem to he solved 
hy iSBe experiment. Proper prepanscions will he made uader the super¬ 
vision sf a qualified physician, inuwludgeahle in the test field, and 
with adequate — facilities and safety equipment being pr o vided to 

protect the volunteer against the possibilities of injury, disability, or 
death. Adequate and complete tt— ftu°.l treatment will be available for 
treatment of casualties. The physician-in-chargc will have consultants, 
available on Short notice, who are compel:arm to advise or assist with 
unexpected complications. ' 


e. The experiment or test vill he directed only hy scientifically 
qualified persons with a hi gh degree of technical and professional 
competence in conducting such procedures. All personnel supervising 

or participating in such procedures oust be adequately trained to perform 
their duties reliably in foreseeable circumstances. The highest degree 
of care will be required at all nages of the experiment or test. 

f. Volunteers will have no unysical cr mental diseases which will 
make the proposed experiment more hacardcus for than than for normal' 
healthy persons. This determirsuin will be made by the experiment cr 
test director cm the oasis cf errmeuent medical advice - 


g. The exper 
will exercise car 


inert cr test 
eful judgment, 


——=otor, 
snericr 



acting subordinate, 
and good faith at all 
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during the course cf the experiment cr test. Ire director will 
•teon_r.atc the procedure at coy stage if it is likely skat continuation 
win recult in injury, disability, cr death to a vclntaer. During the 
comma cr an experiment cr test, a volunteer shall *t at liberty to 
rsvsre cr withhold cis consent and to withdraw, without prejudice to 
himself, iron the experiment cr test, cr from a pore; on thereof. Sew 
dancers and adverse developments arising during the course cf the 
experiment or test, about which the volunteer has not been briefed 
or vumed, shall ba reported to the volunteer in a timely manner unless 
sued os usr . un ioa.tioa would pose an irradiate threat to ois. safety. 

k. Prisoners of war will not he used under any circumstances. 


5 - Procedures 

a. The experiment or test director will prepare a written request 
for approval of the use of volunteers in any proposed procedure coreiag 
within the purview of this Instruction. Ida request will include the 
nones of the director and the conducting activity arc. the identity cf 
the responsible supporting cedi cal activity. It will speak appropriately 
to the principles of policy guidance expressed in paragraph k- of this 
Instruction. The request will enclose a. plan of the asperinest or test * 
cersisljgrt with security requirements. 


c- Sue request will be forwarded via (1) the appropriate military 
'■* chars of cerrand; (2) the Chief, Burea u of Medicine snd Surgery; (3) the 
jChief of Maval Pers onnel/CrorrAn d ant of the Marins Corps, or both, as 
f a p p r o p ri ate; and (4) the Chief of 3hval Ocsraticns 'ICI0(DE7)) to the 
Secretary of the JJsvy (ASN(SSD)). 

(1) The BISH2 chain of cn i rrard endorsements are to be directed 
prioarily to the technical soundness and pr og r a m importance cf the 
experiment or test for which the use of hunan volunteers is proposed. 

(2) Hie Chief, Bureau of Medicine and Surgery, will direct his 
endorsement specifically .to the degree of hazard insurant in the test, 
the adequacy of safety measures, the adequacy of medical supervision 
and support, and the adequacy.of the human-volunteer consent statement 
to he utilised. ■ 


wil 

ti. 

dvr 

pr: 


(3) The Chief of Saval Personnel/Commandant 
■act their respective endorsements in partim 
active-duty military perscmnel in existing : 
experimental subjects, and mo other aspects 


of the Marine Chops 
iar to the utilise- 
rillets fee* voluntary 
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(-v Its Chief of Eavnl Operations (3CKC(22V)) will erred his 
endorsement 1 = the validity of the requirement for doing ih= experi¬ 
ment; the-adequacy of the certification by 3US3S on pertimsm: m e di c al 
aspects; the approved utilization of personnel is the manner proposed; 
and the scrrsmsrrfe of program need "by the spon soring command. Adminis¬ 
trative and. coordination action will he assigned, to the Serif Assistant 
for Medical end Alli ed Sciences.- 


(5; -he Assistant Secretary of the Savy (Research smd Develop¬ 
ment) will arc as approving authority for the Secretary of me Havy. 
Review of legal aspects will he accgrplished hy the Office of the 
Judge Advccnoe General. 

6 . Hanagacsmo . Since the use of volunt eers in experimental rr test 
situations is an integral part of the conduct of the RHT2S Rrogrzst 
and does mot involve the establistasst of additional nanpr^r oillets, 

action on such requests, including coordi nat ion. ef manpower ere. legal 
aspects, will he througli the BDHE chain cf c ommand . 

7. Icplemsmation . Addressees axe authorized to take such asticn as 
jLs necessary to assure compliance with this Instruction t hrmmmct t 
tSTe Baval Zmblishaent. 



Under Secretary cf the Navy 


Dist rebut id. (See page 6 ) 
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C QK555T TO BABE 


rSTSLOEKSlC. TEST. 


TE YCLCmUILr UT A EESEftSCE 


VALUATION 




BATS ______________ 

1. I heresy volunteer to participate as a subject in an 2232 procedure 

heirs conducted under User Ho. , Project Ho. . 

Vcxk Unit Title "_'__, = 

which has heea approved sy X un de rstand 

tsponsoring ocamand) 

that the adequacy of safety reasures has been certified by the Chief, 
Bureau cf Medicine and S u r gery, and that authority to use frrcrgm volun¬ 
teers has heea granted by the Secretary of the Ifevy. 

. , * , 

2. The nature and purpose of the procedures have been explained to me 
as follows: (See attached saaar y.) 

3- In iafciag ay decision to volunteer, X am sot relying upon any informa¬ 
tion or representation not set forth in this document, or attached summary, 
ijy, consent is given as an exercise of free will, without any force or 
duress of any hind. X un dersta nd that my consent to participate does 
not constitute a release from any possible fu t u re liability by the Tfrit-ed 
States attributable to the experiments. 


SIGHED: 


(XSTED HAKE, 2 AES, RATE, 

ca glade) 

DAGS OF BIRTH ~ 


U22SSSS2D: 


HOT DIRECKX 




nr test 


APPROVE): 


[TEST 2S33CTGRJ 


Copy to: 

Service record, jacket, or personnel file 


Enclosure (l) 
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SUBJECT: POWER AND AUTHORITY—TO AUTHORIZE HUMAN RESEARCH AND 

TO GRANT CERTAIN RELATED EXCEPTIONS AND WAIVERS 

1. DELEGATION 

The Director of each NASA Field Installation and, for NASA 
Headquarters, the NASA Director of Life Sciences, is em¬ 
powered, subject to conditions and limitations imposed bv 
immediate superiors, to authorize human research, as defined 
in and within the scope of NMI 7100.8 , and to grant excep¬ 
tions and waivers in connection with human research, subject 
to the provisions of NMI 7100.8 ; provided that when he is 

or anticipates acting as an investigator with respect to a 
particular proposed human research, he shall request 
authorization therefor from the Administrator. 

2. REDELEGATION 

All or part of the authority may be redelegated, without 
power of further redelegation, to one of the following 
positions (such redelegation shall be published in the 
installation issuance system): 

* 

• * 

a. To a NASA employee who reports directly to him, or 

b. To the installation medical officer if an employee of 
NASA. 

3 . REPORTING 

The officials to whom authority is delegated in this NMD 
shall ensure that feedback is provided to the Administrator 
through official channels to keep him fully and currently 
informed of significant actions, problems, or other matters 
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of substance related to the exercise of the authority dele- 
■ gated—here under - : z —T" ■ — - 77 — 1 — - 


Deputy Administrator 


DISTRIBUTION 


SDL 1 
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SUBJECT: HUMAN RESEARCH POLICY AND PROCEDURES 

1. PURPOSE 



This Instruction sets forth NASA policies and procedures 

relating to the conduct of human research. 

2. SCOPS AND APPLICABILITY 

a. This Instruction is applicable to NASA Headquarters 
• and'Field Installations. 

b. This Instruction applies to all human research con¬ 
ducted by NASA, by or under the direct supervision 
of a NASA officer or employee or an officer or 
employee detailed to NASA from another Government 
agency. 

‘c. This Instruction does not apply to human research 

conducted' by NASA contractors or NASA grantees under 
a contract or grant. Nor does it apply to human 
research conducted under a cooperative arrangement 
or agreement entered into by NASA and another Govern 
ment agency, private entity, or non-Federal public 
entity. The provisions of the contract, grant, co- 
' operative arrangement or agreement shall govern the 

conduct of such human research. * 

3. Authority 


Section 203(b)(1) of the National Aeronautics and Space 
Act of 1958, 42 2473(h)(1). 
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4 . DEFINITIONS 

For the purposes of this Instruction, the following definitions 

apply:' 

a. The term "human research" means any test, experiment or 
other evaluative procedures involving a human subject. 

b. The term "human subject" means any person who is an in¬ 
tegral part of -a test, experiment or other evaluative 
procedure. For example, a person would be a human subject 
if the test, experiment- or other procedure is conducted to 

• evaluate, or to change and evaluate, any condition, re¬ 
sponse or performance of (1) that person; or (2) the 
equipment, article or other substance inserted in, applied 
to, operated or otherwise used by, on or in that person. 

c. The term "principal investigator" means any NASA official 
who is directly in charge of the human research. 

d. The term "authorized NASA official" means the NASA 
employee who has been delegated or has been redelegated 
authority to conduct human research pursuant to NMD/AD 
7100.9. 

5. REQUIREMENTS. EXCEPTIONS. AND WAIVERS 


a. Except as provided in this paragraph 5, all human research 
within the scope of this Instruction shall be conducted 
in accordance with the requirements set forth in para- 
. graphs 6 through 11. Notwithstanding this paragraph 5, 
in no event shall there be an exception to or waiver of 
the proscription in paragraph 7i 


b. Unless an authorized NASA official provides otherwise in 
light of special . circumstances/ the provisions of thi'S 
Instructio n, shall not apply to a test, experiment or 
other evaluative procedure”: 


(1) Required or authorized by the'Civil Service Com¬ 
mission or by other Government- agency's regulations 
to be performed on, or with respect to Government 
employees or applicants for Government employment 
for the purport of determining their qualifications 
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or su itability for employment or for the purpose of 
ascertainrngor maintaining employees' health. 


(2) As determined by the principal investigator, that 
is (a) performed by or under the supervision of a 
physician (who may be the ‘principal investigator) 
for the purpose of diagnosing, preventing, curing 
‘or alleviating disease in a particular human subjec¬ 
ts perfo rmed pri marily for the huma n subject's 
benefit; and (c)recognized generally by the medicai 
, ’ profession as proper! --- 

* * — . " "" •■s. 

. (3) Involving as a human subject a specially trained 

. adult who knowingly follows a specialized calli ng or 
occupation generally rec&gnized as hazardous, and 
for whom the test, experiment or evaluative proceaur 
.forms an integral part of his calling or occupations 
performance. For example, a test, experiment or 
evaluative procedure concerning air or space flight 
and involving a test pilot or astronaut as the humar 
subject ordinarily would fall within this exception. 
However, if a test pilot or astronaut is asked to 
serye as. a human subject in an experiment requiring, 
for example, cardiac catheterization, the human 
research would not fall within this exception; this 
human research could not reasonably be considered as 
within the scope of his specialized calling or 
occupation• 


(4) involving as a human subject a NASA career or career 
.. conditional employee, or a NASA employee in an ex¬ 
cepted position with indefinite tenure, w hose reca ll a 
• p osition descri ption (which describes his duties and 
responsibilities) requires or may be reasonably co n¬ 
s trued as cont emplating the employee" 1 s participation 
in the test, experiment or other evaluative proceduz 


Unless an authorized NASA official provides otherwise in 
light of sraci-1 circumstances, the following human 
research, as determined by the principal investigator, 
shall be subject only to the rbquirements set forth in 
paragraphs 6. 7, 9a and 9b: Those tests, experiments or 
other evaluative procedures that would not expose a humar 
subject to a risk of dihtr.cc, pair, impairment of health, 
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physical injury, personality or emotional disorder 
or death. This determination shall be made by the 
principal investigator in light of his knowledge 
and experience; it shall be made in such form and be 
subject to such review, if any/ as the authorized 
NASA official may provide. 

d. The requirements set forth in paragraph 6 and 8 may not 
be necessary in exceptional cases, for various reasons, 
to protect the subjects of certain human research. When 
the principal investigator of proposed human research 
' believes this to be the case, he may submit to the cog¬ 
nizant authorized NASA official a request that some or 
all of the requirements of paragraphs 6 and 8 be waived 
and the following procedures apply.;. 

(1) The request shall be submitted with a description 

of the proposed human research prepared in accordance 
with Attachment A or, when appropriate, in some other 
less comprehensive form. 

(2) Upon receipt of the request, the authorized NASA 
official may, in his discretion, grant or deny the 
waiver request in full or in part, or require the 
submission of further information concerning the 
proposed human research. 

- (3) When a waiver, has been obtained pursuant to the pro¬ 
visions of this subparagraph d, the human research 
shall not be changed unless such change is approved 
by the authorized NASA official, and a new waiver, 

.as appropriate, obtained. The informed consent of 
the human subject should be obtained to the research 
as changed unless in an exceptional case that re¬ 
quirement has been waived. 


6 . VOLUNTARY INFORMED CONSENT 

a. No human research may be conducted unless the human subjcc 
voluntarily gives his informed consent in writing to par¬ 
ticipate in the proposed human research and has the legal 
capacity to so consent. 

b. Mo consent given by a human subject shall be deemed in- 


558 



July lfl, 1974 


NMI 7100.2 


formed unless, prior to the giving of consent, the pro¬ 
posed human research is explained to the human subject 
in language understandable to him.■ Such explanation must 
include the nature, duration, and purpose of the human, 
research; the manner in which it will be conducted; and 
all reasonably foreseeable risks of injury, death, incon¬ 
venience or discomfort to the subject from the human 
research. The human subject must be informed that the 
extent or nature of such risks is not known, if that is 
the case. In addition, the human subject must be in¬ 
formed that he may withdraw from the-human research at 
any time or, if this is not in fact the case (because un¬ 
wise, dangerous, or impossible)-, he must be so advised. 

c. Written consent shall be obtained in such form as will 
indicate that the human subject has been fully informed 
of, and voluntarily accepts, the risks, inconveniences 
and discomforts which may be involved. 

7. RIGHTS OF SUBJECTS 

No human subject shall be asked to waive any rights that may 
arise against the United States in connection with any injury , 
loss, illness, disease or death suffered by the subject as 
a result of human research. 

8 ; PROTOCOLS AND AUTHORIZATION OF HUMAN RESEARCH 

a. No human research may be conducted unless; 

(1) The principal investigator has submitted to the 
authorized NASA official a protocol prepared in 
accordance with Attachment A; and 

(2) The authorized NASA official, after obtaining the 
advice described in paragraph 11 and after con¬ 
sidering the protocol of the principal investigator, 
authorizes in writing human research in accordance 
with the protocol as submitted, or in accordance 
with the protocol revised in such manner as .the 

• authorized NASA official may determine. 

b. In determining whether the proposed human research should 
be authorized, the authorized NASA official will consider 
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among other things, whether: 

(1) The importance of the objective of the research 
outweighs the inherent rislcs to the subject. 

(2) The subject of the human.^research will be unneces¬ 
sarily exposed to risk of injury, illness, disease, 
death, discomfort or inconvenience. 

(3) The subject or his representatives will be compen¬ 
sated, by reason of insurance, workmen’s compen¬ 
sation, or the like, in the event the subject 
suffers loss, injury, illness, disease or death 

as a result of the human research. 

c.- Human research, once authorized under subparagraph a. , 
shall not be changed if such change affects any item 
of the protocol unless such change is approved by the 
authorized NASA official and the informed consent of 
the human subject is obtained. 

9. REPORTS OF INJURIES, ILLNESS OR DISEASE AND CHANGES IN . 

PROCEDURES . 

The principal investigator of human- research shall immedi¬ 
ately suspend the human research (unless such suspension 

would endanger the human subject) and inform the authorized 

NASA official in the event of: 

a. Any injury, illness or disease to the subject. 

b-. Any change in the environment or the subject's response 
that could lead to some medical disturbance. 

• 

c. Any change from (1) the human research as described in 
the approved waiver request submitted pursuant to para¬ 
graph 5 or (2) the approved protocol submitted pursuant 
to paragraph 8. 

*10. COMMITTEES 


Pursuant to NMD/A 1150.7 and NMI 1150.1, each Field Instal¬ 
lation Director, in his .discretion, may appoint a corcr.itzee 
composed u£^ installation employees „.to advise tile authorized 
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NASA official on matters within the scope of this 
Instruction. Similarly/ for NASA Headquarters/ the 
Associate Administrator for- Center Operations may appoint 
a committee composed of NASA employees for the same pur¬ 
pose. If the establishment of.an advisory committee/ 
which will include non-Government members, is believed to ' 
be desirable, then the provisions of NMI 1150.2 shall be 
’ followed. 

11. LEGAL, SAFETY AND MEDICAL OFFICE BEVIEWS 

a. A copy of the waiver request submitted pursuant to para¬ 
graph 5d, or the protocol submitted to the authorized 
NASA official in accordance with paragraph 8, shall be 
submitted to the appropriate•installation counsel's 
office, the installation safety office and the instal¬ 
lation medical officer for their advice within a 
reasonable time before the conduct of human research. 

b. The authorized NASA official shall obtain the advice 
of the installation counsel's office, the installation 
safety office and the installation medical officer 
prior to * acting pursuant to paragraph 5d or 8. 

'12. IMPLEMENTING INSTRUCTIONS BY FIELD INSTALLATION 


A copy of any installation implementing instruction shall 
be forwarded to the General Counsel, NASA Headquarters. 


ATTACHMENT: 

A. Content of Protocol 

DISTRIBUTION: 

SDL 1 
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The protocol to be submitted to an authorized NASA official in 
accordance with paragraph 8 shall provide the following infor¬ 
mation: 

. • 

1. The title of the proposed research. 

# 

2. Name of NASA organization conducting the research or for 
which the research is being conducted. 


3. Name and qualification of principal investigator (and 
of co-investigators, if any).' 

4. Name and qualifications of persons who will conduct the 
human research (unless covered in item 3). 

'5. The purpose of the research, including an explanation of 
why the use of human subject is required. 

6 . The plan of study. 

7. Historical background of the research, with references 
to pertinent scientific literature. This should include 
a discussion of relevant prior research using human 
beings and/or animals. 

8. A hazards analysis, a description of the hazards controls 
and safety precaution to be applied, and an assessment 
of residual risks. Will.an Operational Readiness In¬ 
spection be conducted prior to the conduct of the human 
research? 

9. 'Expected duration of the study. (Give approximate be¬ 
ginning and ending dates.) 

10. Approximate number of subjects to be used. 

11. The source(s) from which subjects are to be obtained. 

12. Criteria to be used in selecting subjects. 


13 


Possible inter. - 
pair., r_: 
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14. The extent of the physical examination -to be given by a. 

physician: (1) initially to ascertain that the subject's 

health status has been adequately established to certify 
that he is capable of undertaking’ the -research/test, (2) 
during the course of the research, and (3) at the completion 
of the research. 

15. Will the subject be free to withdraw from the research at 
any time? If not, explain why; when and under what circum¬ 
stances may the subject withdraw? 

16. Wage, salary, or other payment, if any, to be paid to the 
subject. 

• • 

% • * 

17. Will the human subject's identity be disclosed, or be made 
available on request, to the public? The identity of the 
human subject will not be made available to the public with* 

out his consent. * 


18. Source (Federal or state compensation acts, insurance, otheij 
- and general description (include example of dollar amounts) 

of compensation, if any, to be received by a subject or his 
representative in the event of injury or death. Assistance 
in the preparation of this information may be obtained from 
the appropriate installation counsel's office or, if the 
subject is, or will be, a Government employee, the instal¬ 
lation personnel office. 

19. Availability of a physician and an adequate medical facility 
within a reasonable distance during the research. (Indicate 
whether a physician will be present at all times or on call; 
if on call, his location during the performance' of the 
research.) 


20. What information concerning the human research is intended 
to be communicated to the subject in the course of obtaining 
his consent? (See paragraph 6 of the Instruction.) 

21. The proposed form of consent the subject will be asked to 
execute. 


22. If a determination purcurnt. to rarscraoh 5d has b-ien, or 

t 1 ? 1 ^ t I *,*'*•*!.*' * * ' * . • ,• ‘ I . I ■ * • » • k #| « ^ » 
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Amir £sgttl.vtiox' HEADQUARTERS 

\ DEPARTMENT OF THE ARMY- 

' Washington, DC. 23 February 1073 

MEDICAL SERVICES 

CLINICAL ESYESTIGATION PROGRAM 

\ . Effective 2 April 1973 

This revsioin reflects continually changing legal requirements in the Held of human investi¬ 
gation. Local supplementation of this regulation is prohibited except upon approval of The 
Surgeon General ITASG'.. 


DeSaitl-iiss,.'. ..A—_—~—-——- 

ralicr_—_j._—_____ 

Submission of proposals___ __, — 

Rgporar.g regaireaioata—__ 

TSC eiLsical inr^sticutiim and ar.aa huh, •.-ommitrtr'S™. 
Appez-ils A. Volanceee Acreemer.i. 

B. Application for Clisical Inverr-cation Pr-jocL , 

C. Beportinj Guidelines. 


.... 1 


1. Purpose. This regulation provides. Army policy patients, outpatients, organ donors, informants, or 
guidance fCr clinical investigations funded under normal individuals who. participate in studies of 
other than the RDTE appropriation and pr=- medical, physiological, sociological, or psycho- 
scribes the procedures for processing proposal: logical orientation. 

and for repo rtingprogress. <L At risk. A person is riw risk” if he/slie mar 

2. Applicability, a. The provisions of this regu- ** exposed to the p ossibilit y of harm (physical, 

lation are applicable to all Army medical fadii- psjxaological, or sociological) as a consequence of 

ties and activities. " ■ \ activity which extends beyond use of established 

5. The provisions of this regulation are net and accepted methods necessary to meet nis/her 

applicable to prooosals regarding health care n- needs. Determi n ation of nature and extent of "at 

search as d efine d below. ** risk - is a matter of commonsen.se and professional 

„ ^ c ... .... — . ' judmnent. Responsibilitv for this determination 

3. Definitions, a. Clinical investigation. Uncsr . J . „ .* , .: , . , 

this investigation conga, otti» \ "“*! “ ^ “£* « nammoMl and depart, 

orgaiinadatiannda inqnirr. both in hn™„< ana *?**• VeBnmn datermination trUI he 

ttarl- te a, s lims-.- V° e h? the opening agancy. 
problems of significant concern in the necessary 4.^ Policy. a. It is the policy to“en6otzrage~tiie‘per ;- 

Vi onltti iray oftf m»—i rwrg nf yb ** mili tary co mmuni ty. fozaance of clinical investigation by AMEDD 


including active duty personnel, dependents, azi 
retirees. 

6. Health care research . The application :r 
scientific methods to the study of the availability, 
organization, administration, and management :: 
health services to include the efficiency and er*:- 
tiveness with which such services arc deliver*.:. 

c. Subjects. Ary persons who may be at risk 
cause of participation as an object of clinirri 
investigation by members of the AMEDD or th*:r 
appointed representatives. These m.y include :r- 

TThis retaladoa saperstdes AR 40-38.30 Anjrnst 1ST. 


personnel, especially by personnel assigned to 
Arri^ hospitals where post-graduate educational 
programs are conducted. 

b. Wkhin these Army reaching hospitals, basic 
personnel, support for clinical investigation is a 
matter of qospital staff authorization. 

(1) Since resources are limited and the pro¬ 
cedures unique, clinical investigation support per¬ 
sonnel shonld\be organized within a separate 
Clinical Investigation Service of die hospital or¬ 
ganization structure. Hie Chief of the Clinical 
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Investigation ricrviet* will serve as coordirfir 
of clinics: investigation for the l»o«::nl 
commander. 

(2) The commander-»f the hospital wi” ap¬ 
point the following •rniinnirfers from flu*. prc-i’S- 
siosal stair: 

(a) CVntftu In>-ei(/tf<ilioii Coin.Tui.ia —To 
review all -iinical investigation proposals for 
scientific adequacy and to set priorities for r:p- 
pom. Tills conimitm* will he composed of :.;e 
Chief. Professional Service, or his design;.: tl 
rppre=enfatl"c who will act as Chairman. and at 
least six other medically qualified individuals 
de?:gnared «»;.* the hospital commander. 

(h) U‘n:um "C.<c Commit ft :*'—To re" : :-w 
for medical safety and suitability all clinical in¬ 
vestigation protocols involving the use of human 
subjects. This committee will be composed of the 
Ciiief. Professional Services, who will ae: as 
Chairman, a Chaplain, a JAG officer and f:ur 
other qualified individuals designated by the 
Commander of the hospital, who are not num¬ 
bers of the Clinical Investigation Committee. 

(3) The Chief. Clinical Investigation Serv¬ 
ice -will serve as the recorder of the Clinical In¬ 
vestigation, and Human Use Committees. He will 
be responsible for maintaining records of all ac¬ 
tions pertaining to individual protocols. 

(4) Where appropriate in Army non-teaching 
hospitals, the Chief. Professional Service may 
serve as coordinator of clinical investigation 
activities. 

e. The moral- ethical and legal concepts relat¬ 
ing to the use of human subjects will be followed 
—as . outlined , ia AR -- ~ 0-35.-. Th e- vo lt mtary - c o a scat. 
of the human subject is essential. Each individual 
who initiates or directs the clinical investigation, 
has a personal duty and responsibility for ascer¬ 
taining the quality of the subjects consent. Before 
the acceptance of the subject, he must be given 
adequate explanation. He should be informed of 
the nature, duration, and purpose of die study: the 
method and means by wlxich.it is to be conducted: 
all inconveniences and hazards reasonably r--' be 
expected: and the effects upon his health or per¬ 
son which may possibly come from his participa¬ 
tion. in the study. The anreement will be prepared 
in accordance with the format outlined in appen¬ 
dix A. and will be in non-medical language that 
is easily understood by the subject. 

o 


d. Resource requirements for the Clinical In¬ 
vestigation Program will be programed and 
budgeted through established program/budget 
procedures. 

e. Clinical investigation projects should be 
oriented toward clinical problems of significant 
concern in the necessary health care of the mili¬ 
tary community. 

f. Investigation objectives should allow con¬ 
clusion of studies within the anticipated tour of 
the investigator, or careful plans should be made 
to permit continuation when the investigator 
leaves. 

tj. Proposals in the following categories must lie 
approved by The Surgeon General prior to initia¬ 
tion of investigation: 

(1) When funding requirements exceeds 
SAGOO. 

(2) When human subjects are used. 

(3) When investigational drugs are employed 
in humans, or any use is made of Schedule I con¬ 
trolled substances. See AR 40-7. 

(4) When radioisotopes are used. See AR 40- 

*7 

vl« 

(51 When a proposal is submitted from an 
Army.hospital not haring a clinical investigation 
service. j 

(6) When the proposal is concerned with 
drug or alcohol abuse. 

5. Submission of proposals, a. Proposals will be 
prepared in accordance with the format outlined 
in appendix B. All appropriate paragraphs will 
be completed and the information on the back¬ 
ground data, problem, experimental design, and 
method of approach will be sufficient to facilitate 
evaluation. 

5. Completed proposals will be submitted to the 
local commander or his designated representative 
(para 46) for critical review. The proposal will be 
evaluated for scientific validity, need, practicality, 
personnel, and funding requirements. Unsatis¬ 
factory or incomplete proposals will be returned 
to the originator without further action. 

c. Satisfactory proposals will be submitted to the 
local Clinical Investigation and Human Use Com¬ 
mittees for approval. Approved proposals will 
then be submitted to the commander for approval. 

A. Proposals not subject to prior approval as out¬ 
lined in paragraph 4^ will be forwarded through 
channels to The Surgeon General, HQDA 

TAGO 40£iJ 
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(DASG) WASH DC fiOClb for inionsation 
only. 

e. Proposals falling within, the requirements of 
paragraphs 4*7(1), (2), (4). 3} or (3) -will be 
forwarded through appropriis channels to The 
Surgeon General, HQDA (DaSG) for evaluation 
and approval. 

/. Proposals falling within the requirements of 
paragraph 4p(3), will be processed as provided in 
a. 5 and c, above, and in aciirion will have an' 
application prepared as prescribed in paragraph 
36 or c. AH 40-7. Such proposals will be forwarded 
as prescribed in AR 40-7. 

g. Forwarding correspondence should include 
all action taken on the proposal by the local Clini¬ 
cal Investigation and Human Use Committees 
i para 46). 


G. Reporting requirements. Activities and/or in¬ 
dividuals undertaking clinical investigation will 
submit an annual progress report entitled. Clini¬ 
cal Imresrigation Program Reports Control Sym¬ 
bol JIED-300, following the guidelines s«c forth 
in appendix C. Prior to final printing zzi distri¬ 
bution, rwo draft copies will be submitted to The 
Surgeon. General, HQ DA (DASG) WaSH' DC 
20314 for format review within 30 working days 
after the dose of the fiscal year. 

7, TSG clinical investigation and human use 
committees. A DASG Clinical Investigation Com¬ 
mittee and a Human Use Committee will Le estab¬ 
lished to review all proposals for approval sub¬ 
mitted to The Surgeon General as specified in 
paragraph 4y. 
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APPENDS A 

VOLUNTEER AGREEMENT 

I_having attained my eighteen’.!: iStli) 

birthday, and otherwise having full capacity to consent, do hereby volunteer 
to partiripate in an investigation study entitled: 


under tie direction of_ 

The implications of my voluntary participation; the nature, dura lieu and 
purpose: the me mods and means by 'which it is to be conducted: and the 
inconveniences and hazards to be expected have been thoroughly explained to 

me by_, and are set forth in full on the reverse 

side of this Agreement, which I have initialed. I have been given an opportunity 
to. ask ruestions concerning this investigation study, and any such questions 
have been answered to my full and complete satisfaction. 

I understand that I mar at any time during the course of this investigation 
study revoke my consent, anr withdraw from the study without prejudice; 
however. I may be required to undergo certain further examinations, if, in the 
opinion of the attending phystian, such examinations are necessary icr my 
health cr well bang. 

Signature ' Date 

I was present during the explanation referred to above, as well as the 
Volunteer's opp o rt un ity for questions, arid hereby witness his signature. 


Witness' Signature Date 

On tins side of the Volunteer Agreement, the principal investigator mould 
set form full details concerning the investigation study, insofar as such would 
affect or influence the tentative subject in any war. This explanation should be 
worded so that it can be dearly understood by the subject. The subject should 
place his initials at the end of the last Hue of explanation. 

A proper explanation should, at a minimum, provide the answers to the 
following-questioss:-- : — 

1. What will be administered or done to the subject? 

2. How long will the subject's participation last? 

S. To what tests or examinations will the subject be required to submit? 

4. Vhy is the investigation being conducted? ■ 

5. Has this particular seedy been done previously, and, if so, with what 
results? 

6. "Vhat inconveniences cet discomforts is the subject likely to experience? 

7. That risks or hazards can be reasonably anticipated? 

S. That steps wfil be taken to prevent or minimize these risks or hazards? 


TACO 409A 


o 


567 


AR 40-38 


APPENDIX B 

APPLICATION FOR CLINICAL INVESTIGATION PROJECT 


(Exempt report, para. 7-26, AR 335-15) 


1. PRINCIPAL INVESTIGATOR: 

• 2. PROJECT TITLE: (Enter short project title.) 

3. OBJECTIVE: (Brief but specific statement of the objective of the project.) 

4. MEDICAL APPLICATION: (Explain briefly the medical importance and 
possible usefulness of the project.) 

5. STATUS: iTVaat has.been accomplished or published in .the proposed area 
of study and in -soat manner will the project relate to or differ from that which 
has been accomplished. If references or personal communication with other 
Army medical facilities are involved, so indicate.) 

6. PLAN: (Outline exactly what is proposed to be accomplished in sufficient 
detail to indicate a clear course of action. Technological validity of procedures 
and chronological steps should be shown.) (Note. The Surgeon General and the 
local commander must have a very clear picture of how the investigation will 
proceed to mee: the objective of the project. This paragraph frequently furnishes 
thpr'B nsis for approval or disapproval of a project.) 

7. BIBLIOGRAPHY: (List sources of information.) 

8. FACILITIES TO BE USED: (Such as laboratory, ward, clinic.) 

9. TIME REQUIRED TO COMPLETE: (Give month and year of expected 
start and anticipated completion). 

10. PERSONNEL TO CONDUCT PROJECT: (List names and positions 
of persons to he directly involved in project work.) (Attach short biographical 
sketch, including resume of education, research training, and list of publications, 
for each person named.) 


11. FUNDING IMPLICATIONS: 

a. Personnel: (itemize and explain need)_ 

-L-Eqnipm=ntc amLesplaniuieed)._ 

c. Consumable Supplies: (itemize)_ 

d. Travel: itemize and need)___ 

e. Modific&rion of facilities: (explain)__ 

j. Other fexalain)____ 

TOTAL 


O&MA OPA Total 



12. DATE PREPA RE D: (Give day, month, and year of preparation.) 


(Signature vf'Princinal Investigator) 


(Signature of Department Chief) 


.'Hater title and mailing address of P rincip al Investigator) 
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APPENDIX C 

REPORTING GUIDELINES 

L FRONT COVER 
n. TITLE PAGE 
HL FOREWORD 

IV. TABLE OF CONTENTS 

a. Lise according to Hospital Departments (i.e., Medicine. Surgery, etc.) 

b. Indicate rear project was initiated and its present disposition: 
Ongoing (O!. terminated (T), completed (C), submitted for publica¬ 
tion (SP) or published (P) ' 

V. TABLE OF PUBLICATIONS AND PRESENTATIONS FOR CUR¬ 
RENT FISCAL YEAR 
List according to Hospital Department 

VI. UNIT SUMMARY SHEET 

Report total activities of Clinical Investigations Unit: 

a. Objectives 

5. Technical approach. 

(1) Manpower 

• (2) Funding (preceding and current Fiscal Year) 

c. Progress 

VIL DETAIL .SHEETS 

Report specific information, of individual protocols: 
o. Objectives 
h. Technical approach. 

(1) Summary of experimental design 

(2) Manpower 

(3) Funding (preceding and current Fiscal Tear) 
c. Progress 

’ Summary of prior and current progress and all pubHcation(s) and/or 
presentations) 

VOL INDEX 
a7 Subject 

b. Author 

IX. BACK COVES 
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The proponent agency of this regulation is the Office of The Surgeon 
General. Users are invited to send comments and suggested improve¬ 
ments on DA Form 2028 (Recommended Changes to Publications) direct 
to HQDA (DASG) WASH, DC 20314. 

By Order of the Secretary of the Army: 


Official: 

' VERNE L. BOWERS 
Major General, United States Army 
The Adjutant General 

DISTRIBUTION: 

To be distributed in accordance ^cith DA Form 12-9 requirement for AR, Medical Services— 
Applicable to all Army Elements 

dense Army: B (Qty Rqr Block No. 105) 

AEXG: C (Qty Rqr Block No. 106) 

USAS: D (Qty Rqr Block No. 107) 


CREIGHTON TF. ABRAMS 
General, United States Army 
Chief of Staff 
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Mr. Chairman: 


i am pleased to appear before you to review Department of Defense policies and 
procedures to protect the rights and welfare of human subjects of biomedical and 
behavioral research conducted under its sponsorship. 1 believe that your invitation 
was based upon a desire to know whether the Department of Defense has sponsored or 
.is now sponsoring medical research which exposes human beings to unreasonable risks. 

1 refer to the risks of death or likely permanent damage to the mind, personality, or 

i 

physical well-being as a result of research. 1 assure you that Department of Defense 
policy prohibits research carrying this degree of risk as well as research on humans 
who have not given the'* 'free and informed consent. 1 believe that you also wish 
to know whether the Department of Defense meets.current standards for conduct of 
research in human subjects. The Department of Defense and the military departments 
today follow standards for protection of research subjects which equal or exceed those 
followed by other Federal agencies and the medical community at large. 

The basic Department of Defense policy governing medical experiments was 
promulgated by the Secretary of Defense'on 26 February 1953 (Inc! 1). This policy 
is based on the Nuremberg Code of 1947, which followed the war crimes trials (Incl 2). 
The Chief of Staff published an implementing Memorandum in 1953. The departmental 
regulations implementing the tightening Federal controls af studies using investigational 
drugs, use of volunteers in medical reseorch, and clinical investigations are listed 
at Incl 3. Copies of these regulations are available to your staff. 
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Some impacts of these various regulations are that an individual participating 
as a subject is required to be fully informed of the nature, purposes, and the effects • 
of the experimentation; he must give voluntary written Informed consent without 
coercion? and he must be allowed to withdraw at any point from the experiment. 

These basic moral, ethical, and legal principles, identified above, are common 
a . 

to the regulations of the military departments. The Department of Defense has 
demonstrated a continuing concern in this area and has reviewed the procedures 
and taken corrective action where it was needed. 

# -» 

In 1964, HEW and DOD entered into a Memorandum of Understanding related 
to new regulatory authority and responsibilities of the FDA concerning investigational 
drugs. This Memorandum and subsequent DOD Directives and service regulations 
established Investigational Drug Review Boards within the Offices of the Surgeons 
General. The boards provide professional review of proposed investigations with 
new drugs and bioloaicals. With these boards, the DOD was permitted certain 
exceptions from ordinary FDA review, including military requirements work which 
was classified, for reasons of national security. .The DOD agreed to discuss its 
classified investigations of drugs periodically with FDA personnel who had proper 
security clearance and to report to FDA findings associated with such studies 

4 

which FDA should be aware of to make a sound evaluation of non-classified studies 
proposed on the same or similar drugs. 
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In May 1974, (■he Army staff responsibility for research involving life sciences 
was transferred from the Army Research Office, Office of the Chief of Research 
and Development, to The Surgeon General. In July of 1974, the cpproval authority 
for all research involving human subjects in the Army, except for nuclear and 
chemical warfare related studies, was transferred from the Office of the Chief of 
Research and Development to The Surgeon General. Proposals for research with 
nuclear or chemical warfare agents are forwarded by The Surgeon General with 
recommendations on the medical aspects to the Secretary of the Army For approval. 

In October 1974, The Surgeon General established the Human Use Review Office 
under the direction of the Assistant Surgeon General for Research and Development. 

The Human Use Review Office was charged with administering and coordinating 
activities of the Army Investigational. Drug Review Board, the US Army Medical 
Research and Development Command Contract Review Board, and The Surgeon 
General's Human Use Committee and Clinical Investigation Committee to insure 
uniform application of ethical standards for human research studies conducted within 
or sponsored by the Army Medical Deportment and other Army agencies. 

The Human Use Review Committee is the central Army processing point for 
oil extramural and intramural human subjects research which require approval under 
provisions of Army Regulations. The staff includes a full time physician, two pharmacists 
with advanced training in pharmacology and a biostatistician. Legal advice is provided 
by attorneys in the Army Medical Research and Development Command. This 
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scientific,- and legal staff identifies problem areas and requests review by expert 
professional consultants, clarifications and/or revision before protocols are submitted 
to appropriate committees for review and recommendations to The Surgeon General. 

The Deputy Surgeon General Has been delegated authority for final approval except for 
nuclear and chemical warfare related studies. The Secretary of the Army retains final 

approval authority for all studies with nuclear or chemical warfare agents. The Human 
Use Review Office is the authorized channel through which'Army investigators communicc 
with the Food and Drug Administration (FDA). The Army committees on human subjects 
research reviewed and made recommendations on over 300 research’ proposals during fiscc. 
year 1975, Provisions for the protection of human subjects and the detailed content of 
consent agreements were the primary concern of the members. The careful review is 
reflected by. tire fact that a large number of proposals were disapproved or deferred perc;- 
revision of the consent procedures. The Human Use Review Office staff and committees 
apply the standards contained iri current Department of Defense and Deportment of Heal!'- 
Education, and Welfare (DHEW) regulations. For excmple, when the recent HEW mora¬ 
torium on fetal research was promulgated, the files were searched to be sure such researc- 
was not being conducted within the Army Clinical Investigation Program. The Human 
Use Review committees have paid particular attention to special classes of subjects 
involved in Army research i.e. children, pregnant women, and prisoners, and hove 
often required special consent procedures appropriate to a particular project. 

Within the Army, increased emphasis has been placed on insuring that agencies 
outside the Army Medical Department follow the same high standards as those within 
it. We have insisted that other Army agencies interpret the language of AR 70-25 
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broadly to Include all experiments which may expose participants to-risk even thex 
the project proponents may consider the testing to be primarily an operational exc 
motion of prototype machinery or equipment. If a test of a new uniform or venic!' 
for example, may expose subjects to risks from heat stress, noise, or fumes, the 
protocol is examined in detail to be sure that the subjects are folly informed volur- 
and to reduce risk as much as possible. A large amount of-time and effort is often 
required to adequately review tests of this type since their uniquely military settir 
sometimes makes it difficult to distinguish clecrly what tasks are reasonably "in t: 
lineof duty." 

Scope of Department of Defense Research Involving Human Subjects 

Within this context, I would like to discuss in brogd terms the present Depcri- 
of Defense research effort involving human subjects. Military missions expose trr • 
to extremely diverse hazards ond stresses, including "exotic" infections such as 
malaria and scrub typhus, great pressure variations, as in deep diving, and crash 

forces; and high and low velocity missile combat wounds. The effectiveness of e\ 
our most "automated" military systems still is intimately linked to proper human 
performance. The rising cost of defense manpower means that efforts to decrease 
non-effectiveness of military personnel are increasingly important. Within our 
military health care systems we must conserve the fighting strength, and maintain 
quality health care. It should not be surprising that o defense environment of this 
kind generates requirements for research and investigation which can only be met • 
the use of human subjects. 



All Department of Defense work using human subjects is conducted to meet 
requirements of the Department of Defense. There are two main divisions of this 
work. First, and by far the largest. Is the RDTE funded program. The second, and 
newer program is that of clinical investigations funded in operations and maintenance 
accounts. 

The RDTE program is reviewed by the Director of Defense Research and Engineeri- 
and conducted by the Military Departments. Its requirements are generated by mil ?tc 
unique needs of the Department of Defense and the Military Departments. 

The Assistant Secretary of Defense (Health and Environment) is the DOD propone 
of the clinical investigation program. The requirement for this program is generated 
by the Department of Defense mission of providing health care and training of mecicc' 
personnel. The work here more nearly resembles civilian (university) research progrc:- 
Professional postgraduate medical training requires the experience of research or ci.\- * 
investigation, while the opportunity to participate in clinical investigations remains 
an important career incentive. While the work may not be unique to the Military 
Departments, it is usually of considerable relevance and aimed at improving the care 
in military hospitals. 

Some examples of military medical research are: 

Casualty Cere 

a. Use of electrical anesthesia in surgery. 

b. Tissue (bone) transplantation in the treatment of severe maxillofacial wound: 
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Infectious Disease. This area is one of great importance and interest in the 
Department of Defense and accounts for the largest use of human subjects, chiefly 
in vaccine development. 

i 

Os Development and testing of a meningococcal meningitis vaccine to protect 
recruit populations. 

b. Development and testing of new antimalarial drugs against malaria resistant 
to conventional medications. 

» 

Following tests for safety and effectiveness in experimental animals, humans 
must be involved initially in small and later lorger scale tests. 

Hazard Protection 

Human testing of physiological techniques to improve tolerance to sustained 
high acceleration forces encountered in combat aircraft. 

Evaluation of body heat loss encountered in cold-water diving in various protective 
Suits. 

This area of research is primarily performed by active duty military personnel 
who are skilled in operating in these unusual-environments and who have volunteered 
for hazardous duty, for which they receive extra pay. This area of research is 
potentially the most hazardous of Department of Defense research and the ane with 
the most highly trained subjects. 
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De fense Against Chemical Weapons 

This research is conducted in service and under contract by Edgewood Arsenal, 
which is o part of the US Army Materiel Command. Research involving defense 
against chemical and biological weapons was authorized by the Secretary of the 
Army in 1953 and has been governed by Department of Defense and Army directives 
originally written in 1953 containing the language of the Nurerrfcerg Code which 1 
referred to earlier. This work was reviewed in open hearings before the House 
Committee on Science and Astronautics, 16 and 22 June 1959, and on several Icter 
occasions by Congressional Committees. The major research effort is involved with 
trying to find more effective antidote drugs to counteract chemical weapons that we 
know are in the arsenals of potential enemies. Many of the drugs that are used do 
temporarily affect performance and ability to do complex tasks but this is a side effect 
and not an intended purpose of using the drug. I am sure you may have many questions 

about the history of this type of resecrch and I will do my best to answer them. 1 woul 
like to point out, however, that no drug is tested if there is any suspicion from pre- 
clinical testing in animals that it will have serious adverse or long lasting effects. 
Furthermore, the review mechanisms applied to Edgewood hove been tightened over 
the last two years so that protocols are reviewed by the Army Investigational Drug 
Review Board and Homan Subjects Research Review Board and relevant Department of 
Defense and Food and Drug Administration regulations are followed. A case in point 
is the newly developed antidote colled 'TAB" which will replace the traditional 
atropine antidote carried by US Armed Forces. A meeting was held with the FDA in 
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November 1974 regarding the deployment of this new drug. Since that time, further 
clinical studies have been postponed pending'submission of further data to FDA. Concerns 
expressed by former participants in the Army Chemical Warfare human testing program on 
lysergic acid diethylamide (LSD) have prompted me to direct a complete medical follow¬ 
up study of all participants.. The current status of the follow-up is at Incl 4. 

Other Work with Investigational Drugs • 

There is presently no classified work with investigational drugs being conducted 
in the Department of Defense. The large majority of this work has.always been open 
and reported fully to the Food and Drug Administration. Presumably all use of inves¬ 
tigational drugs in the Deportment of Defense is formally on file with the FDA and 
projects are subject to that agency's review before projects are begun. In addition 
to the 1974 meeting, mentioned above, representatives of the Food and Drug Adminis¬ 
tration reviewed the medical research activities at Edgewood Arsenal in 1967, pursuant 
to the HcW/DOD agreement, and a liaison visit by FDA was made to the Biomedical 
Laboratory, Edgewood Arsenal in 1972. More detailed information about Department 
of Defense research involving human subjects will be provided for the record. Historical 
Information which you may desire will be promptly retrieved. 

As<you Have heard, there is evidence that the sound ethical principles directed 
in past and present DOD regulations appear not always to hove been followed, 

particularly in the 1950*$. Where this has been true, I believe that the problem has 
not been lack of guidelines but lack of compliance with them. We all deplore any 

instances in which the welfare of human subjects was-not properly protected. 
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Procedures have been implemented that tighten control of this work so that the 
future will not provide more incidents. I assure you that no contract or in service 
projects calling for experimentation upon human beings will be done in the future by 
any part of the Department of Defense without the proper safeguards. In addition, 
action has been taken to insure that any participation in volunteer studies under the 
sponsorship of Fort Detrick or Edgewood Arsenal by service personnel will be carefully 
documented in individual medical records. 

My aim has been to give you an overview of the subject. ! assure you that when 
we ask people to assume any degree of risk as part of a Department of Defense medical 
or behavioral research project, we do It in the context of a long tradition of ethical 
responsibility," I believe our past efforts to protect subjects have been vigorous but 
we are always striving to improve. 


JO 
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C O P X 


SECRETARY OF DEFENSE 
Was hi ngton 


26 Feb 1953 


MEMORANDUM FOR THE SECRETARY OF THE ARMY 

SECRETARY OF THE NAVY 

SECRETARY OF THE AIR FORCE 

SUBJECT: Use of Human Volunteers in Experimental Research 


1. Based upon a recommendation of the A rite d Forces T.rdi 
Policy Council, that human subjects be employed, under re:: 
safeguards, as the only feasible means for realistic eva2 
and/or development of effective preventive measures of clef", 
against atomic, biological or chejsical agents, the policy .• . 
forth below will govern the use of human volunteers fcy the 
Department of Defense in experimental research in the fields 
of atomic, biological and/or chemical warfare. 

2. By reason of the basic medical responsibility in -a- 

with the development of defense of all"types ir.st ate.'.’:: 
biological and/or chemical warfare agents. Armed Set vie.*.-;; : 
and/or civilians on duty at installations engaged ;n such *• 
shall be permitted to actively participate in ail phases ::i 
program, such participation shall be subject to the foJ lev"’ :* 
conditions: • * 

a. The voluntary consent of the human subject as 
absolutely essential. 

/ 

(1) This means that the person- involved should 
have legal capacity to give consent; should be sc 
situated as to be able to exercise free power of 
choice, without the intervention of any element 
force, fraud, deceit, duress, over-reaching, or c 
ulterior form of constraint or coercion; and s..:. 
hava sufficient knowledge and comprehension of ih 
elements of the subject matter involved as to 
.-enable-him. -to'-make; an- understanding;-ansa -enl-ighpn.- 
decision. This latter element requires that be": 
the acceptance of an affirmative decision by t-:~ 
experimental subject there should be made known 
to him the nature, duration, and purpose of 
the experiment; the method and means by 
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COPY 


which it is to be conducted? all inconveniences 
and hazards reasonably to be expected; and the 
effects upon his health or person which may possibly 
come from his participation in the experiment. 

(2) The concept of the human subject shall be in 
writing, his signature shall be affixed to a written 
instument setting forth substantially the afore¬ 
mentioned requirements and shall be.signed in the 
presence of at least one witness who shall attest to 
such signature in writing. 

(a) In experiments where personnel from more 
than one Service are involved the Secretary of the 
Service which is exercising primary responsibility 
for conducting the experiment: is designated to pre¬ 
pare such an instrument and coordinate it for use 
by all the Services having hunt an volunteers involved 
in the experiment. 

(3) The. duty and responsibility for ascertaining 

the quality of the consent treats upon each int.L'-iclxc.l 
who initiates, directs or engages in the experiment. 

It is a personal duty and responsibility which may 
not be delegated to another with impunicy. 

b. The experiment should be such as to yield fruitful 
results for the good of society, unprocurable by other methods 
or means of study, and not random and unnecessary in nature. 

c. The number of volunteers used shall be kept at a 
minimum consistent with item b. f above. ' 

d. The experiment should be so designed and based on the 
results of animal experimentation and a knowledge of the natural 
history of the disease or other problem under study that the 
anticipated results will justify the performance of the experimar 

e. The experiment should be so conducted as to avoid all 
unnecessary physical and mental suffering and injury. 

>-"v f.v-. NO; 'experiment should' • be-- conducted .'where . there-.ds-- an 
a priori reason 'to believe that death or disabling injury will 
occur. 

g. The degree of risk to be taken should never exceed 
that determined by the humanitarian importance .of the problem 
to be solved by the experiment. 
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h. Proper preparation should be made and adequate 
facilities provided to protect the experimental subject against 
even remote possibilities of injury, disability, or death. 

i. The experiment should be conducted only by sclent: f.' 
cally qualified persons. The highest degree of skill and care 
should be required through all stages of the experiment of thos 
who conduct.or engage in the experiment. 

j. During the course of the experiment the human cubjo- 
should,be at liberty to bring the experiment to an end if he hr- 
reached the physical or mental state where continuation of the 
experiment seems to him to be impossible. 

k. During the course of the experiment the scientist : 
charge must be prepared to terminate the experiment at any st:. 
if he has probable cause to believe, in the exercise of the czz 
faith, superior skill and careful judgment required of him th:. 
continuation of the experiment is likely to result in injury, 
ability, or death to the experimental subject. 

l. The established policy, which prohibits the use of 
prisoners of war in human experimentation, is continued and th. 
will not be used under sny circumstances. 

3. The Secretaries of the Army, navy and Air Force are 
authorized to conduct experiments in connection with cue devoid 
of defenses of all types against atomic, biological and/or ch;.: 
warfare agents involving the use of hi-w-an subjects within tnc 
limits prescribed above. 

4. In each instance in which an. experiment is proposed pur¬ 
suant to ah is memorandum, the nature and purpose of the prop:., 
experiment and the name of the person who will be in charge of 
such experiment shall be submitted for approval to the Secret:, 
of the military department in which, the proposed experiment is 
be conducted. LTo such experiment shall be undertaken until su- 
Secretary has approved in writing the experiment proposed, tno 
person who" will be in charge of conducting it, as well as info: 
the Secretary of Defense. 

; .y. 5 :^ Tlie addresses: wi;l-l\he. responsible, .for insuring -cQjr.pl is 

with the provisions of this memorandum within their respcctiru 
Services. 


/signed/ 

C.E. WILSON 


Copies furnished: 

Joint Chiefs of Staff- 
Research and Development Board 


rr-OT5 >• V.l!?'P 
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NUREMBERG CODE* 


1. The voluntary consent ot Uie human 
subject is absolutely essential. 

* This means that the person involved should 
have legal capacity to give consent: should be 


♦Copied from Experimentation with 
Human Beings py Jay Katz. RnasoSi 
Sage Foundation, New York 1972. 



90 situated as to be able to exercise free powt 
ot choice, without the intervention of any clt 
merit of force, fraud, deceit, duress. over-reach 
ing. or other ulterior form ot constraint or co- 
ercion; and shouid have sumcicitt knowledge 
and comprehension of the elements ot the xuo- 
_ ject .matter involved as to enable hun to make 
• an understanding and enlightened decision. This 
latter element requites that betore the accept* 
toes of an affirmative decision by the etperi- 
rsmtntd subject there should be made known to 
■ihirn the nature, duration, and puipese of the 
. experiment: the method and means by which it 
ts to be conducted; ail inconveniences and haz¬ 
ards reasonably to be ex?eztec: and L-e eii'aca 
‘-upon'his health or person which may possibly 
some from his participation in the experiment. 

The duty and responsibility for ascertain¬ 
ing fte quality of the consent rests upon each 
individual who initiates, directs, or engages in 
"the experiment. It is a personal duty and ra- 
spotwibiliry which may not be delegated to an¬ 
other with impunity. 

2. The •experiment should be such as tc 
yield fruitful results lor the gcod of satiety, 
unprocurable by other methods or means c: 
study, and not random and unnecessary in ns- 

"ture. 

3. TTie experiment should be so designee 
and based on the results of animal experiment a 
tion and a knowledge of the natural history c 
the disease or other problem under study tha 
the anticipated results will justify tha perform 
aflee of the experiment. 

4. The experiment should be so conducts- 
as to avoid ail unnecessary physical and r.ier.ti 
suffering and iniury. 

5. No experiment should be conducte- 
where there is an a prisri reason to bcilc'C ;.v 
death or disabling injury wjU occur; exccp 
perhaps, in these experiments where the expe.* 
mental physicians also serve as subjects. 

6. The degree of risk to cs taken thou' 
never exceed that determined by* the human 
tariaa importance of the problem to be solve 
by die experiment. 

Proper preparations should be made ar 
adequate facilities provided to protect the c 
perimental subject against even remote pcs. 
biliues of injury, disunity, or death. 

8. Toe experiment shouid be conduct', 
only by scientifically qualified persons. T 
highest degree of skill and care should be r 
quired through all stages of the experiment 
those who conduct or engage in tne experiment 

9. During the cour;e ot the experiment t 
human subject should be at liberty to bring i 
experiment to an end if he has reached the pn* 
leal or mental-state where continuation »;f t 
experiment seems to hint to be irr.aerci'ible. . 

Iff. During the course of the experim*. 
the scientist-in charge must be prepared 
terminate the experiment al any stage; if he 1- 
probable cause to believe, in the exercise of : 
good faith, superior skill, and cnr«iwi judgrr 
requited of him that a continuation or r: - 
. eeriment. is likelv to result, in inj ury , cis ab;- 
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AR 40-7 

AR 40-38 
AR 70-25 

. BUMEDINST 6000.4B 
BUMEDINST 6710.49D 

SECNAVINST 3900.39 

APR 169-6 
APR 169-8 

AFR 80-33 


CURRENT REGULATIONS 



Use of Investigational Drugs in Humans and 
the Use of Schedule I Controlled Drug 
Substances, 4 Apr 75 

Clinical Investigation Program, 23 Feb 73 

Use of Volunteers as Subjects of Research, 
15 Sep 74 


Navy 


Clinical Investigation Program, 15 Jan 75 

Investigational Use of New Drugs in Human 
Beings, 9 Jul 73 

Use of Volunteers as Subjects in Research, 
Development, Test and Evaluation, 28 Apr 69 


Air Force 


Clinical Investigation, 26 Jun 74 

Use of Human Test Subjects-in the Medical 
Service, 19 Aug 74 

Use of Volunteers in Aerospace Research, 
28 Aug 69 
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INFORMATION PAPER 


9 


sens-::?. 

September 1975 


SLDJDCT; Progress cn roiiovvp c-f Subject!* of LSD end Otlivi* Array 
Psychoactivo Deuy, r.asonvch 


FACTS. 

.1. Li'?! of LSD subjra-:- has b*r-r. # ecl2ated frar. II: seres d Ar*=c-:::il r€c 

and also f ru:;: The Inspects:: ^enemi records. List contains 550 az.~: -, 5..r 
of vhich rare added i-pored in ally •''vur the last dfeverai -..-l rh-s since “.i'c-.v:- 
record* ai.‘ : in-: yyior to I'.*»*»l. 


2. Ibujrenontntives .oj. j no Sv.ry.n--;:-> General traveled to Sr,, i ouin Rc.*..v.ij 

Center IS-.?': Ai**;\*st 1973. Center '..ns able to provide Social Security 
Account ICu..:'*c*:* :•Ui •ri;:rcr..>_s . ; t '5O'; .^-rs.n.s. lost o' *.* = : 

found ciihcr mu-jv in dnstr.-v.tian c" r.-errd s by 'ire or in..' 5 i., 

of co:to iocc-ca file ircra in'c rant.> or. (f^rvic-a m rVv) aval*- 

3. Other data bases to«be used ere Veterans Adrainistralio;; (VA) filer c..J 

Social .••ccur.Uy files* national .'cadssy or Sciences >'.;.*;icci :*n.lIsrnr.' At.-”! 

has extensive- •c-rirnca using these data br.;.as. LSD F;U leva? Tc..-;*: Vrrrc 
is planning derails of proposal for follovoo c::arainacions to be subniurc-a 
to the Nations! Aer.de ny of Sciuncc-s. 

4. Nineteen of the Tort Henning group have been •OKtEiiied at Valter 1..C-J 

Array Medical Center*. Of this group, one man, in addition to'LTC Jordan, 
had an abnurr-il EEG. Consultants at Valter Reed Array Medical Center do 
roc feel that j.SD vu.; aaociatcd uiih this abnormality. 

5. Several mou iron t-.a Fci*w Scunias group -.-ho originally decline;; 
exaraination vers, •'ccear.-oesd bur d.-c) inod ry.ain. The seven r.or. *:'.:r cc 
not be reached have beer, sent letters through -the Social Security Accvvat 
Nuraber svstera. 
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SCRD-HR 

SUBJECT: Progress .or. followup of Subjects of LSD and Oths*r Amy 
Psychonctive Drue Research 


6. In the last seven weeks, 113 parsons have inquired r.t the Of flea of 
The Surgeon General about drug testing. Twenty-six '..'3r= on record ::s 
having taken LSD and ’.•ere notified that they would be examined- Approxi- 
nataly 30 fovk orh.:r <'i ugs nr Edgtuood Arsenal. Maryland,, and their rc-quo 
for irforr.-'.^ion have uecn r.ciidiud appropriately. 


7. A systematic analysis'will be made of drug studies performed of 
Ecguv’oo'.l to datc*mi::e iviiicn subjects of tests not Inwlvint Lf>:) r«**;uira 

.ff _ 1 1 _ 


foiloven. 


• 9 

590 ~ 







tv 

DC 

O' 

a. 


co 

X 

Q. 


X 

z 



The 

Belmont 

Report 


Ethical Principles 
and Guidelines for 
the Protection of 
Human Subjects 
of Research 


The National 
Commission 
for the 
Protection of 
Human 
Subjects of 
Biomedical 
and 

Behavioral 

Research 


April 18,1979 
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THE BELMONT REPORT 


DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

Office of the Secretary 

Protection of Human Subjects 

Belmont Report: Ethical Principles 
and Guidelines for the Protection of 
Human Subjects of Research, Report 
of the National Commission for the 
Protection of Human Subjects of 
Biomedical and Behavioral Research 

AGENCY: Department of Health, 
Education, and Welfare. 

ACTION: Notice of Report for 
Public Comment. 

•SUMMARY: On July 12. 1974. the 
National Research Act (Pub. L. 93- 
348) was signed into law, there-by 
creating the National Commission 
for the Protection of Human Sub¬ 
jects of Biomedical and Behavioral 
Research. One of the charges to the 
Commission was to identify the basic 
ethical principles that should underlie 
the conduct of biomedical and behav¬ 
ioral research involving human sub¬ 
jects and to develop guidelines which 
should be followed to assure that 
such research is conducted in 
accordance with those principles. In 
carrying out the above, the Commis¬ 
sion was directed to consider (i) the 
boundaries between biomedical and 
behavioral research and the accepted 
and routine practice of medicine, (ii) 
the role of assessment of risk-benefit 
criteria in the determination of the 
appropriateness of research involving 
human subjects, (iii) appropriate 
guidelines for the selection of human 
subjects for participation in such 
research and (iv) the nature and 
definition of informed consent in 
various research settings. 


The Belmont Report attempts to 
summarize the basic ethical princi¬ 
ples identified by the Commission in 
the course of its deliberations. It is 
the outgrowth of an intensive four- 
day period of discussions that were 
held in February 1976 at the Smith¬ 
sonian Institution's Belmont Confer¬ 
ence Center supplemented by the 
monthly deliberations of the Com¬ 
mission that were held over a period 
of nearly four years. It is ^statement 
of basic ethical principles and guide¬ 
lines that should assist in resolving 
the ethical problems that surround 
the conduct of research with human 
subjects. By publishing the Report in 
the Federal Register, and providing 
reprints upon request, the Secretary 
intends that it may be made readily 
available to scientists, members of ■ 
Institutional Review Boards, and 
Federal employees. The two-volume 
Appendix, containing the lengthy 
reports of experts and specialists who 
assisted the Commission in fulfilling 
this part of its charge, is available as 
DHEW Publication No. (OS) 78- 
0013 and No. (OS) 78-0014, for sale 
by the Superintendent of Documents, 
U.S. Government Printing Office, 
Washington, D.C. 20402. 

Unlike most other reports of the 
Commission, the Beimont Report 
does not make specific recommenda¬ 
tions for administrative action by the 
Secretary of Health, Education, and 
Welfare. Rather, the Commission 
recommended that the Belmont 

Report be adopted in its entirety, as 
a statement of the Department’s pol¬ 
icy. The Department requests public 
comment on this recommendation. 
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Belmont Report 

Ethical Principles and Guidelines for 
Research Involving Human Subjects 

Scientific research has produced sub¬ 
stantial socialbenefits. It has also 
posed some troubling ethical questions. 
Public attention was drawn to these 
questions by reported abuses of human 
subjects in biomedical experiments, 
especially,during the Second World 
War, During the Nuremberg War 
Crime Trials, the Nuremberg code 
was drafted as a set of standards for 
judging physicians and scientists who 
had conducted biomedical experiments 
on concentration camp prisoners. 

This code became the prototype of 
many later codes' intended to assure 
that research involving human subjects 
would be carried but in an ethical 
manner. 

The codes consist of rules, some 
general, others specific, that'guide 
the investigators or the reviewers of 
research in their work. Such rules 
often are inadequate to cover com¬ 
plex situations; at times they come 
into conflict, and they are frequently 
difficult to interpret or apply. 

Broader ethical principles will pro¬ 
vide a basis on which specific rules 
may be formulated, criticized and 
interpreted. 

Three principles, or general pres¬ 
criptive judgments, that are relevant 
to research involving human subjects 
are identified in this statement. Other 
principles may also be relevant. 

These three are comprehensive, how¬ 
ever, and are stated at a level of gen¬ 
eralization that sho'uld assist scient¬ 
ists, subjects, reviewers and interested 
citizens to understand the ethical 
issues inherent in research involving 
human subjects. These principles 


'Since 1945, various codes for the proper 
and responsible conduct of human experimen¬ 
tation in medical research have been adopted 
by different organizations. The best known of 
these codes are the Nuremberg Code of 1947, 
the Helsinki Declaration of 1964 (revised in 
1975), and the 1971 Guidelines (codified into 
Federal Regulations in 1974) issued by the 
U.S. Department of Health. Education, and 
Welfare Codes for the conduct of social and 
behavioral research have also been adopted, 
the best known being that of the American 
Psychological Association, published in 1973. 


cannot always be applied so as to 
resolve beyond dispute particular eth¬ 
ical problems. The objective is to 
provide an analytical framework that 
will guide the resolution of ethical 
problems arising from research 
involving human subjects. 

This statement consists of a distinc¬ 
tion between research and practice, a 
discussion of the three basic ethical 
principles, and remarks about the 
application of these principles. 

A. Boundaries Between Practice and 
Research 

It is important to distinguish 
between biomedical and behavioral 
research, on the one hand, and the 
practice of accepted therapy on the 
other, in order to know what activi¬ 
ties ought to undergo review for the 
protection of human subjects of 
research. The distinction between 
research and practice is blurred partly 
because both often occur together (as 
in research designed to evaluate a 
therapy) and partly because notable 
departures from standard practice 
are often called “experimental" when 
the terms “experimental" and 
“research” are not carefully defined. 

For the most part, the term “prac¬ 
tice” refers to interventions that are 
designed solely to enhance the well¬ 
being of an individual patient or 
client and that have a reasonable 
expectation of success. The purpose 
of medical or behavioral practice is ' 


’Although practice usually involves inter¬ 
ventions designed solely to enhance the well¬ 
being of a particular individual, interventions 
are sometimes applied to one individual for 
the enhancement of the well-being of another 
(e.g., blood donation, skin grafts, organ trans¬ 
plants) or an intervention may have the dual 
purpose of enhancing the well-being of a par¬ 
ticular individual and, at the same time, pro¬ 
viding some benefit to others (e.g„ vaccina¬ 
tion, which protects both the person who is 
vaccinated and society generally). The fact that 
some forms of pratice have elements other 
than immediate benefit to tbe individual 
receiving an intervention, however, should not 
confuse the general distinction between 
research and practice. Even when a procedure 
applied in practice may benefit some other 
person, it remains an intervention designed to 
enhance the well-being of a particular individ¬ 
ual or groups of individuals; thus, it is practice 
and need not be reviewed as research. 


to provide diagnosis, preventive 
treatment or therapy to particular 
individuals.- By contrast, the term 
“research” designates an activity 
designed to test an hypothesis, permit 
conclusions to be drawn, and thereby 
to develop or contribute to generaliz- 
able knowledge (expressed, for 
example, in theories, principles, and 
statements of relationships). 

Research is usually described in a 
formal protocol that sets forth an 
objective and a set of procedures 
designed to reach that objective. 

When a clinician departs in a sig¬ 
nificant way from standard or 
accepted practice, the innovation 
does not, in and of itself, constitute 
research. The fact that a procedure is 
“experimental,” in the sense of new, 
untested or different, does not auto¬ 
matically place it in the category of 
research. Radically new procedures 
of this description should, however, 
be made the object of formal 
research at an early stage in order to 
determine whether they are safe and 
effective. Thus, it is the responsibility 
of medical practice committees, for • 
example, to insist that a major inno¬ 
vation be incorporated into a formal 
research project. 3 

Research and practice may be car¬ 
ried on together when research is 
designed to evaluate the safety and 
efficacy of a therapy. This need not 
cause any confusion regarding 
whether or not the activity requires 
review; the general- rule is that if 
there is any element of research in an 
activity, that activity should undergo 
review for the protection of human 
subjects. 

B. Basic Ethical Principles 

The expression “basic ethical prin¬ 
ciples” refers to those general judg¬ 
ments that serve as a basic justifica¬ 
tion for the many particular ethical 
prescriptions and evaluations of 


’Because the problems related to social 
experimentation may differ substantially from 
those of biomedical and behavioral research, 
the Commission specifically declines to make 
any policy determination regarding such 
research at this time. Rather, the Commission 
believes that the problem ought to be 
addressed by one of its successor bodies. 
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human actions. Three basic princi¬ 
ples, among those generally accepted 
in our cultural tradition, are particu¬ 
larly relevant to the ethics of research 
involving human subjects: the princi¬ 
ples of respect for persons, benefi¬ 
cence and justice. 

1. Respect for'Persons .—Respect 
for persons incorporates at least two 
ethical convictions: first, that indi¬ 
viduals should be treated as auto¬ 
nomous agents, and second, that per¬ 
sons with diminished autonomy are 
entitled to protection. The principle 
of respect for persons thus divides 
into two separate moral require¬ 
ments: the requirement to acknowl¬ 
edge autonomy and the requirement 
to protect those with diminished 
autonomy. 

An autonomous person is an indi¬ 
vidual capable of deliberation about 
personal goals and of acting under 
the direction of such deliberation. To 
respect autonomy is to give weight to 
autonomous persons’ considered 
opinions and choices while refraining 
from obstructing their actions unless 
they are clearly detrimental to others. 
To show lack of respect for an auto¬ 
nomous agent isto repudiate that 
person’s considered judgments, to 
deny an individual the freedom to act 
on those considered judgments, or to 
withhold information necessary to 
make a considered judgment, when 
there are no compelling reasons to do 
so. 

However, not every human being 
is capable of self-determination. The 
capacity for self-determination 
matures during an individual’s life, 
and some individuals lose this capac¬ 
ity wholly or in part because of 
illness, mental disability, or circum¬ 
stances that severely restrict liberty. 
Respect for the immature and the 
incapacitated may require protecting 
them as they mature or while they 
are incapacitated. 

Some persons are in need of 
extensive protection, even to the 
point of excluding them from activi¬ 
ties which may harm them; other 
persons require little protection 
beyond making sure they undertake 
activities freely and with awareness 
of possible adverse consequences. 


The extent of protection afforded 
should depend upon the risk of harm 
and the likelihood of benefit. The 
judgment that any individual lacks 
autonomy should be periodically ree¬ 
valuated and will vary in different 
situations. 

In most cases of research involving 
human subjects, respect for persons 
demands that subjects enter into the 
research voluntarily and with ade¬ 
quate information. In some situa¬ 
tions, however, application of the 
principle is not obvious. The invol¬ 
vement of prisoners as subjects of 
research provides an instructive 

example. On the one hand, it would 
seem that the principle of respect for 
persons requires that prisoners not be 
deprived of the opportunity to volun¬ 
teer for research. On the other hand, 
under prison conditions they may be 
subtly coerced or unduly influenced 
to engage in research activities for 
which they would not otherwise 
volunteer. Respect for persons would 
then dictate that prisoners be pro¬ 
tected. Whether to allow prisoners to 
“volunteer” or to “protect" them 
presents a dilemma. Respecting per¬ 
sons, in most hard cases, is often a 
matter of balancing competing claims 
urged by the principle of, respect 
itself. 

2. Beneficence \—Persons are 
treated in an ethical manner not only 
by respecting their decisions and pro¬ 
tecting them from harm, but also by 
making efforts to secure their well¬ 
being. Such treatment falls under the 
principle of beneficence. The term 
“beneficence” is often understood to 
cover acts of kindness or charity that 
go beyond strict obligation. In this 
document, beneficence is understood 
in a stronger sense, as an obligation. 
Two general rules have been formu¬ 
lated as complementary expressions 
of beneficent actions in this sense: (1) 
do not harm and (2) maximize possi¬ 
ble benefits and minimize possible 
harms. 

The Hippocratic maxim “do no 
harm” has long been a fundamental 
.principle of medical ethics. Claude 
Bernard extended it to the realm of 
research, saying that one should not 


injure one person regardless of the 
benefits that might come to others. 
However, even avoiding harm 
requires learning what is harmful; 
and, in the process of obtaining this 
information, persons may be exposed 
to risk of harm. Further, the Hippo¬ 
cratic Oath requires physicians to 
benefit their patients “according to 
their best judgment.” Learning what 
will in fact benefit may require 
exposing persons to risk. The prob¬ 
lem posed by these imperatives is to 
decide when it is justifiable to seek 
certain benefits despite the risks 
involved, and when the benefits 
should be foregone because of the 
risks. 

The obligations of beneficence 
affect both individual investigators 
and society at large, because they 
extend both to particular research 
projects and to the entire enterprise 
of research. In the case of particular 
projects, investigators and members 
of their institutions are obliged to 
give forethought to the maximization 
of benefits and the reduction of risk 
that might occur from the research 
investigation. In the case of scientific 
research in general, members of the 
larger society are obliged to recog¬ 
nize the longer term benefits and 
risks that may result from the 
improvement of knowledge and from 
the development of novel medical, 
psychotherapeutic, and social 
procedures. 

The principle of beneficence often 
occupies a well-defined justifying role 
in many areas of research involving 
human subjects. An example is found 
in research involving children. Effec¬ 
tive ways of treating childhood dis¬ 
eases and fostering healthy develop¬ 
ment are benefits that serve to justify 
research involving children—even 
when individual research subjects are 
not direct beneficiaries. Research 
also makes is possible to avoid the 
harm that may result from the appli¬ 
cation of previously accepted routine 
practices that on closer investigation 
turn out to be dangerous. But the 
role of the principle of beneficence is 
not always so unambiguous. A diffi¬ 
cult ethical problem remains, for 
example, about research that pres- 
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ents more than minimal risk without 
immediate prospect of direct benefit 
to the children involved. Some have 
argued that such research is inad¬ 
missible, while others have pointed 
out that this limit would rule out 
much research promising great 
benefit to children in the future. Here 
again, as with all hard cases, the dif¬ 
ferent claims covered by the principle 
of beneficence may come into con- , 
fiict and force difficult choices. 

3. Justice .—Who ought to receive 

the benefits of research and bear its - 

burdens? This is a question of justice, 
in the sense of “fairness in distribu¬ 
tion” or “what is deserved.” An injus¬ 
tice occurs when some benefit to 
which a person is entitled is denied 
without good reason or when some 
burden is imposed unduly. Another 
way of conceiving the'principle of 
justice is that equals ought to be 
treated equally. However, this state¬ 
ment requires explication. Who is 
equal and who is unequal? What 
considerations justify departure from 
equal distribution? Almost all com¬ 
mentators allow that distinctions 
based on experience, age, depriva¬ 
tion, competence, merit and position 
do sometimes constitute criteria justi¬ 
fying differential treatment for cer¬ 
tain purposes. It is necessary, then, to 
explain in what respects people 
should be treated equally. There are 
several widely accepted formulations 
of just ways to distribute burdens 
and benefits. Each formulation men- • 
tions some relevant property on the 
basis of which burdens and benefits 
should be distributed. These formula¬ 
tions are (1) to each person an equal 
share, (2) to each person according to 
individual need, (3) to each person 
according to individual effort, (4) to 
each person according to societal 
contribution, and (S) to each person 
according to merit. 

Questions of justice have long been 
associated with social practices such 
as punishment, taxation and political 
representation, Until recently these 
questions have not generally been 
associated with scientific research. 
However, they are foreshadowed 
ven in the earliest reflections on the 


ethics of research involving human 
subjects. For example, during the 
19th and early 20th centuries the 
burdens of serving as research sub¬ 
jects fell largely upon poor ward 
patients, while the benefits of 
improved medical care flowed prim¬ 
arily to private patients. Subse¬ 
quently, the exploitation of unwilling 
prisoners as research subjects in Nazi 
concentration camps was condemned 
as a particularly flagrant injustice. In 
this country, in the I940’s, the Tus- 
kegee syphilis study used disadvan¬ 
taged, rural black men to study the 

untreated course of a disease that is 
by no means confined to that popula¬ 
tion. These subjects were deprived of 
demonstrably effective treatment in 
order not to interrupt the project, 
long after such treatment became 
■generally available. 

Against this historical background, 
it can be seen.how conceptions of 
justice are relevant to research 
involving human subjects. For 
example, the selection of research 
subjects needs to be scrutinized in 
order to determine whether some 
classes (e.g., welfare patients, particu¬ 
lar racial and ethnic minorities, or 
persons confined to institutions) are 
being systematically selected simply 
because of their easy availability, 
their compromised position, or their 
manipulability, rather than for rea¬ 
sons directly related to the problem 
being studied. Finally, whenever 
research supported by public funds 
leads to the development of thera¬ 
peutic devices, and procedures, justice 
demands both that these not provide 
advantages only to those who can 
afford them and that such research 
should not unduly involve persons 
from groups unlikely to be among . 
the beneficiaries of subsequent appli¬ 
cations of the research. 

C. Applications 

Applications of the general princi¬ 
ples to the conduct of research leads 
to consideration of the following 
requirements; informed consent, 

~ risk/benefit assessment, and the 
selection of subjects of research. 

1. Informed Consent .—Respect for 


persons requires that subjects, to the 
degree that they are capable, be given 
the opportunity to choose what shall 
or shall not happen to them. This 
opportunity is provided when ade¬ 
quate standards for informed consent 
are satisfied. 

While the importance of informed 
consent is unquestioned, controversy 
prevails over the nature and possibil¬ 
ity of an informed consent. Nonethe¬ 
less, there is widespread agreement 
that the consent process can be ana¬ 
lyzed as containing three elements; 

information, comprehension and 

voluntariness. 

Information. Most codes of 
research establish specific items for 
disclosure intended to assure that 
subjects are given sufficient informa¬ 
tion. These items generally include: 
the research procedure, their pur¬ 
poses, risks and ajiticipated benefits, 
alternative procedures (where ther¬ 
apy is involved), and a statement 
offering the subject the opportunity 
to ask questions and to withdraw at 
any time from the research. Addi¬ 
tional items have been proposed, 
including how subjects are selected, 
the person responsible for the 
research, etc. 

However, a simple listing of items 
does not answer the question of what 
the standard should be forjudging 
how much and what sort of informa¬ 
tion should be provided. One stand¬ 
ard frequently invoked in medical 
practice, namely the information 
commonly provided by practitioners 
in the field or in tne locale, is inade¬ 
quate since research takes place pre¬ 
cisely when a common understanding 
does not exist. Another standard, 
currently popular in malpractice law, 
requires the practitioner to reveal the 
information that reasonable persons 
would wish to know in order to make 
a decision regarding their care. This, 
too, seems insufficient since the 
research subject, being in essence a 
volunteer, may wish to know consid¬ 
erably more about risks gratuitously 
undertaken than do patients who 
deliver themselves into the hand of a 
clinician for needed care. It may be 
that a standard of “the reasonable 
volunteer” should be proposed: the 
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extent and nature of information 
should be such that persons, knowing 
that the procedure is neither 
necessary for their care nor perhaps 
fully understood, can decide whether 
they wish to participate in the 
furthering of knowledge. Even when 
some direct benefit to them is 
anticipated, the subjects should 
understand' clearly the range of risk 
and the voluntary nature of 
participation. 

A special problem of consent arises 
where informing subjects of some 
pertinent aspect of the research is 
likely to impair the validity of the 
research. In many cases, it is 
sufficient to indicate to subjects that 
they are being invited to participate 
•in research of which some features 
will not be revealed until the research 
is concluded. In all cases of research 
involving incomplete disclosure, such 
research is justified only if it is clear 
that (1) incomplete disclosure is truly 
necessary to accomplish the goals of 
the research, (2) there are no 
undisclosed risks to subjects that are 
more than minimal, and (3) there is 
an adequate plan for debriefing 
subjects, when appropriate, and for 
dissemination of research results to 
them. Information about risks should 
never be withheld for the purpose of 
eliciting the cooperation of subjects, 
and truthful answers should always 
be given to direct questions about the 
research. Care should be taken to 
distinguish cases in which disclosure 
would destroy or invalidate the 
research from cases in which 
disclosure would simply inconven¬ 
ience the investigator. 

Comprehension. The manner and 
context in which information is 
conveyed is as important as the 
information itself. For example, 
presenting information in a 
disorganized and rapid fashion, 
allowing too little time for 
consideration or curtailing- 
opportunities for questioning, all 
may adversely affect a subject’s 
ability to make an informed choice. 

Because the subject’s ability to 
understand is a function of 
intelligence, rationality, maturity and 
language, it is necessary to adapt the 


presentation of the information to 
the subject’s capacities. Investigators 
are responsible for ascertaining that 
the subject has comprehended the 
information. While there is always an 
obligation to ascertain that the 
information about risk to subjects is 
complete and adequately compre¬ 
hended, when the risks are more 
serious, that obligation increases. On 
occasion, it may be suitable to give 
some ora! or written tests of 
comprehension. 

Special provision may need to be 
made when comprehension is 
severely limited—for example, by 
conditions of immaturity or mental, 
disability. Each class of subjects that 
one might consider as incompetent 
(e.g., infants and young children, 
mentally disabled patients, the 
terminally ill and the comatose) 
should be considered on its own 
terms. Even for these persons, 
however, respect requires giving them 
the opportunity to choose to the 
extent they are able, whether or not 
to participate in research. The 
objections of these subjects to 
involvement should be honored, 
unless the research entails providing 
them a therapy unavailable 
elsewhere. Respect for persons also 
requires seeking the permission of 
other parties in order to protect the 
subjects from harm. Such persons are 
thus respected both by acknowledg¬ 
ing their own wishes and by the use 
of third parties to protect them from 
harm. 

The third parties chosen should be 
those who are most likely to under¬ 
stand the incompetent subject’s 
situation and to act in that person’s 
best interest. The person authorized 
to act on behalf of the subject should 
be given an opportunity to observe 
the research as it proceeds in order to 
be able to withdraw the subject from 
the research, if such action appears in . 
the subject’s best interest. 

Voluntariness. An agreement to 
participate in research constitutes a 
valid consent only if voluntarily 
given. This element of informed 
consent requires conditions free of 
coercion and undue influence. 
Coercion occurs when an overt threat 


of harm is intentionally presented b> 
one person to another in order to 
obtain compliance. Undue influence 
■by contrast, occurs through an offer 
of an excessive, unwarranted, 
inappropriate or improper reward o: 
other overture in order to obtain 
compliance. Also, inducements that ' 
would ordinarily be acceptable may 
become undue influences if the 
subject is especially vulnerable. 

Unjustifiable pressures usually 
occur when persons in positions of 
authority or commanding influence- ' 
especially where possible sanctions 
are involved—urge a course of actior 
for a subject: A continuum of such 
influencing factors exists, however, 
and it is impossible to state precisely 
where justifiable persuasion ends and 
undue influence begins. But undue 
influence would include actions such 
as manipulating a person's choice 
through the controlling influence of a 
close relative and threatening to 
withdraw health services to which an 
individual would otherwise be 
entitled. 

2. Assessment of Risks and 
Benefits. —The assessment of risks 
and benefits requires a careful 
arrayal of relevant data, including, in 
some cases, alternative ways of 
obtaining the benefits sought in the 
research. Thus, the assessment 
presents both an opportunity and a 
responsibility to gather systematic 
and comprehensive information 
about proposed research. For the 
investigator, it is a means to examine 
whether the proposed research is 
properly designed. For a review 
committee, it is a method for 
determining whether the risks that 
will be presented to subjects are 
justified. For prospective subjects, 
the assessment will assist the 
determination whether or not to 
participate. 

The Nature and Scope of Risks 
and Benefits. The requirement that 
research be justified on the basis of a 
favorable risk/ benefit assessment 
bears a close relation to the principle 
of beneficence, just as the moral 
requirement that informed consent 
be obtained is derived primarily from 
the principle of respect for persons. 
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The term “risk" refers to a possibility 
that harm may occur. However, 
when expressions such as “small risk” 
or “high risk” are used, they usually 
refer (often ambiguously) both to the 
chance (probability) of experiencing 
a harm and the severity (magnitude) 
of the envisioned harm. 

The term “benefit” is used in the 
research context to refer to 
something of positive value related to 
health or welfare. Unlike “risk,” 
“benefit" is not a term that expresses 
probabilities. Risk is properly 
contrasted to probability of benefits, 
and benefits are properly contrasted 
with harms rather than 
risks of harm. Accordingly, so-called 
risk/ benefit assessments are * 
concerned with the probabilities and 
magnitudes of possible harms and 
anticipated benefits. Many kinds of 
possible harms and benefits need to 
be taken into account. There are, for 
example, risks of psychological 
harm, physical harm, legal harm, 
social harm and economic harm and 
the corresponding benefits. While the 
most likely types of harms to 
research subjects are those of 
psychological or physical pain or 
injury, other possible kinds should 
not be overlooked. 

Risks and benefits of research may 
affect the individual subjects, the 
families of the individual subjects, 
and society at large (or special 
groups of subjects in society). 

Previous codes and Federal regu¬ 
lations have required that risks to 
subjects be outweighed by the sum of 
both the anticipated benefit to the 
subject, if any, and the anticipated 
benefit to society in the form of 
knowledge to be gained from the 
research. In balancing these different 
elements, the risks and benefits 
affecting the immediate research 
subject will normally carry special 
weight. On the other hand, interests 
other than those of the subject may 
on some occasions be sufficient by 
themselves to justify the risks 
involved in the research, so long as 
the subjects* rights have been 
protected. Beneficence thus requires 
that we protect against risk of harm 
to subjects and also that we'be 
concerned about the loss of the 


substantial benefits that might be ■ 
gained from research. 

The Systematic Assessment of 
Risks and Benefits. It is commonly 
said that benefits and risks must be 
“balanced” and shown to be “in a 
favorable ratio.” The metaphorical 
character of these terms draws 
attention to the difficulty of making 
precise judgments. Only on rare 
occasions will quantitative techniques 
be available for the scrutiny of 
research protocols. However, the 
idea of systematic, nonarbitrary 
analysis of risks and benefits should 
be emulated insofar as possible. This ‘ • 
ideal requires those making decisions 
about the justifiability of research to 
be thorough in the accumulation and 
assessment of information about all 
aspects of the research, and to 
consider alternatives systematically. 
This procedure renders the assess¬ 
ment of research more rigorous and 
precise, while making communica¬ 
tion between review board members 
and investigators less subject to 
misinterpretation, misinformation 
and conflicting judgments. Thus, 
there should first be a determination 
of the validity of the presuppositions 
of the research; then the nature, 
probability and magnitude of risk 
should be distinguished with as much 
clarity as possible. The method of 
ascertaining risks should be explicit, 
especially where there is no 
alternative to the use of such vague 
categories as small or slight risk. It 
should also be determined whether 
an investigator’s estimates of the 
probability of harm or benefits are 
reasonable, as judged by known facts 
or other available studies. 

Finally, assessment of the 
justifiability of research shoud reflect 
at least the following considerations: 

(i) Brutal or inhumane treatment of 
human subjects is never morally 
justified, (ii) Risks should be reduced 
to those necessary to achieve the 
research objective. It should be 
determined whether it is in fact 
necessary to use human subjects at 
all. Risk can perhaps never be 
entirely eliminated, but it can often 
be reduced by careful attention to 
alternative procedures, (iii) When 
research involves significant risk of 
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serious impairment, review commit¬ 
tees should be extraordinarily 
insistent on the justification of the 
risk (looking usually to the likelihood 
of benefit to the subject— or, in some 
rare cases, to the manifest volun¬ 
tariness of the participation), (iv) 
.When vulnerable populations are 
involved in research, the appropri¬ 
ateness of involving them should 
itself be demonstrated. A number of 
variables go into such judgments, 
including the nature and degree of 
risk, the condition of the particular 
population involved, and the nature 
and level of the anticipated benefits, 
(v) Relevant risks and benefits must 
be thoroughly arrayed in documents 
and procedures used in the informed 
consent process. 

3. Selection of Subjects .—Just as 
the principle of respect for persons 
finds expression in the requirements 
for consent, and the principle of 
beneficence in risk/benefit 
assessment, the principle of justice 
gives rise to moral requirements that 
there.be fair procedures and 
outcomes in the selection of research 
subjects. 

Justice is relevant to the selection 
of subjects of research at two levels: 
the social and the individual. 
Individual justice in the selection of 
subjects would require that 
researchers exhibit fairness: thus, 
they should not offer potentially 
beneficial research only to some 
patients who are in their favor or 
select only “undesirable” persons for. 
risky research. Social justice requires 
that distinction be drawn between 
classes of subjects that ought, and 
ought not, to participate in any 
particular kind of research, based on 
the ability of members of that class 
to bear burdens and on the 
appropriateness of placing further 
burdens on already burdened 
persons. Thus, it can be considered a 
matter of social justice that there is an 
order of preference in the selection of 
classes of subjects (e.g., adults before 
children) and that some classes of 
potential subjects (e.g., the 
institutionalized mentally infirm or 
prisoners) may be involved as 
research subjects, if at all, only on 
certain conditions. 
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Injustice may appear in the 
selection of subjects, even if 
individual subjects are selected fairly 
by investigators and treated fairly in 
the course ofresearch. Thus injustice 
arises from social, racial, sexual and 
cultural biases institutionalized in 
society. Thus, even if individual 
researchers are treating their research 
subjects fairly, and even if IRBs are 
taking care to assure that subjects are 
selected fairly within a particular 
institution, unjust social patterns 
may nevertheless appear in the 
overall distribution of the burdens 
and benefits of research. Although 
individual institutions or investi¬ 
gators may not be able to resolve a 
problem that is pervasive in their 
social setting, they can consider 
distributive justice in selecting 


research subjects. 

Some populations, especially 
institutionalized ones, are already 
burdened in many ways by their 
infirmities and environments. When 
research is proposed that involves 
risks and does not include a 
therapeutic component, other less 
burdened classes of persons should 
be called upon first to accept these 
risks of research, except where the 
research is directly related to the 
specific conditions of the class 
involved. Also, even though public 
fu'nds for research may often flow in 
the same directions as public funds 
for health care, it seems unfair that 
populations dependent on public 
health care constitute a pool of 
preferred research subjects if more 
advantaged populations are likely to 


be the recipients of the benefits. 

One special instance of injustice 
results from the involvement of 
vulnerable subjects. Certain groups, 
such as racial minorities, the 
economically disadvantaged, the very 
sick, and the institutionalized may 
continually be sought as research 
subjects, owing to their ready 
availability in settings where research 
is conducted. Given their dependent 
status and their frequently 
compromised capacity for free 
consent, they should be protected 
against the danger of being involved 
in research solely for administrative 
convenience, or because they are easy 
to manipulate as a result of their 
illness or socioeconomic condition. 
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(d) Restrictions on Experimentation . Foreign 
intelligence agencies shall not engage in experimenta¬ 
tion with drugs on human subjects, except with the 
informed consent, in writing and witnessed by a disinter¬ 
ested third party, of each such human subject and in 
accordance with the guidelines issued by the National 
Commission fur the Protection of Human Subjects for 
Biomedical and Behavioral Research. 

(e) Assistance to Law Enforcement Authorities . 

(1) No foreign intelligence agency shall, 

except as expressly authorized by law (i) provide services 
equipment, personnel or facilities to the Law Enforcement 
Assistance Administration or to State or local police 
organizations of the United States or £ii) participate 
in or fund any law enforcement activity within the United 
States. 


(2) These prohibitions shall not, however, 
preclude: (i) cooperation between a foreign intelligence 
agency and appropriate law enforcement agencies for the 
purpose of protecting the personnel and facilities of 

the foreign intelligence agency or preventing espionage or 
other criminal activity related to foreign intelligence 
or counterintelligence or (ii) provision of specialized 
equipment or technical knowledge for use by any other 
Federal department or agency. 
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University of California Case Study 


This case study is an attempt to provide a context for some of the human radiation experiments 
that were carried out at one part of one institution-the Bay Area campuses of the University of 
California—and thus to explain not only how but also why such experiments occurred. The focus here is 
deliberately narrow, upon the exceptional rather than the routine. Throughout, attention centers on a 
handful of individuals identified as having had a part in those human radiation experiments—the 
plutonium injections, for example-that were of early and particular interest to the Advisory Committee. 
Accordingly, the experiments described in this case study should not be considered representative of the 
broad work of the University of California or its physicians and researchers. 

The decision to focus on this particular university was not only a consequence of its central 
importance in the story of human radiation experiments, but likewise a reflection of the rich 
documentation surviving in university archives, which makes it possible to tell the story in such detail. In 
this regard, the University of California has provided great cooperation and assistance to the Advisory 
Committee in locating the documents that are the basis for this case study. 

OVERVIEW 

The University of California (UC) has been a pioneer in two distinct but related areas of interest 
to the Advisory Committee: the development of nuclear medicine, and cooperative arrangements 
between a major university and the U.S. government in time of national emergency, with the intent of 
harnessing "science in service of the state." 

Several themes emerge from this study. Perhaps most prominent is the way in which biomedical 
research, having been voluntarily subordinated to the military's needs during the wartime emergency, 
continued to be dependent upon government support after hostilities had ended and throughout the 
ensuing Cold War. Prior to Pearl Harbor, much of the funding at the University for both basic science 
and for applied biomedical research, particularly in the treatment of cancer, was dependent upon the 
support of a few large, private philanthropic organizations. After the war, not only the funding but also 
the tools for biomedical research—including permission to use the radioisotopes that became part of the 


601 



Supplemental Volume 1 


armamentarium of nuclear medicine-came from a centralized federal bureaucracy, the Atomic Energy 
Commission (AEC), which had as a part of its charter the active promotion of the benefits of the peaceful 
atom. 

A related theme is the way in which secrecy persisted after the war. Private support for nuclear 
medicine in the 1930s brought rapid progress, but the imposition of the wartime emergency temporarily 
redirected efforts in this area and, perhaps more importantly, added an overlay of concern with secrecy 
that had not existed before. Originally viewed by many in academia as a regrettable if unavoidable 
exigency of the war, secrecy ultimately became second nature to many researchers. At UC, as in the 
government generally, the strictures of "need to know" inevitably created opportunities for abuse. 
Ironically, this sometimes meant that those highest in the hierarchy, and vested with the greatest 
responsibility, were among the least knowledgeable about what was being done at lower levels. For 
example, neither UC President Robert Sproul, nor Secretary-Treasurer of the Regents Robert Underhill, 
was informed of the actual purpose of the Los Alamos project until well after the University had agreed to 
oversee the project and it was already underway. ! 

Secrecy also meant that claims of national security could be used to classify information that 
might have been merely embarrassing, or that could have implicated individuals engaged in questionable 
behavior. Thus, as shown by written instructions issued by the Army in the wake of the plutonium 
injections controversy, the federal government explicitly extended the cloak of secrecy to include any 
reference to human experiments which "might have adverse effects on public opinion or result in legal 
suits." 2 Documents pertaining to government-supported human radiation experiments at UC indicate that 
representatives of the Army or the AEC, rather than UC researchers, were the ones insisting that human 
radiation experiments remain secret. 

A third theme concerns the diffusion of responsibility for the work that was done, and the impact 
this had on oversight. In part, this was an unavoidable result of the phenomenal growth of biomedical 
research involving radiation during and after the war. But, the familiar problems associated with being 
ruled by two masters—the university and the government, which was now funding much of this research— 
also created unique problems of oversight. Researchers were able to take advantage of unclear lines of 
authority, as well as secrecy, not only to short-cut bureaucratic obstacles but also to avoid meaningful 
supervision. Both the documentary record and anecdotal evidence suggest that universities under contract 
to the Army, and later the AEC, enjoyed a surprising degree of autonomy in their work. This may have 
been even more the case with the University of California, where a protracted dispute between the 
Medical School in San Francisco and the Division of Medical Physics at Berkeley-fought, in part, over 
the issue of whether human subject research would take place on the Berkeley campus—further clouded 
the already confused picture of oversight. 

A final and very important theme, proceeding from the above, concerns the difficulty of 
distinguishing between clinical treatment of patients, done for direct therapeutic benefit, and "clinical 
testing," the term used by the AEC to describe medical research involving human subjects. As the term 
suggests, clinical testing was presumably done with the intent to provide information for developing 
future therapies. However, information obtained from government-supported clinical testing was 
frequently also of military interest, and was consequently ordered classified. The further fact that the 
funding as well as the radioisotopes for clinical testing were usually obtained from the same source- 
initially the Army, later the AEC—make it difficult to sort out the mix of motives behind experiments 
conducted with multiple aims in mind. 
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PREWAR HISTORY, 1935-1941 

The use of artificially produced radioisotopes in the investigation and treatment of disease traces 
its earliest origins to March 1936, when two UC physician-researchers, Drs. Joseph Hamilton and Robert 
Stone, tracked the course of radiosodium through the bodies of three volunteer leukemia patients. In 
December 1937, Dr. John Lawrence-brother of the founder of Berkeley's Radiation Laboratory, Ernest 

Lawrence-became the first physician to use radiophosphorus for the treatment of leukemia, an 
application that was extended the following year to the treatment of polycythemia vera. Also in 1938, 
John Lawrence and Stone pioneered in the use of cyclotron-produced neutrons for the treatment of cancer 
in humans. 3 

Hamilton and John Lawrence both held joint appointments at UC Medical School in San 
Francisco (UCSF)--where they were members of the teaching faculty, but did not have a clinical practice- 
-and at Berkeley's Radiation Laboratory. 4 A number of UCSF physicians-preeminently, radiologists 
Stone, Earl Miller, and Bertram Low-Beer~also formed close ties with the Radiation Laboratory. 

(During the war, Miller would serve as liaison between the two groups.) This mutually advantageous 
arrangement allowed UC physicians in San Francisco to use radioisotopes from the cyclotrons at the "Rad 
Lab" and gave biomedical researchers at Berkeley access to human subjects for clinical trials at UCSF. 
Hamilton, for example, in addition to teaching courses at UCSF, was responsible for the operation of 
Berkeley's 60-inch "medical cyclotron," which produced the majority of radioisotopes used in biomedical 
research at the university. 

In 1939, Hamilton and a UCSF internist, Dr. Mayo Soley, reported on thyroid uptake studies in 
patients using radioiodine. Later that year, Hamilton and Soley became the first to use radioiodine in the 
treatment of hyperthyroidism. The University of California would continue to be a leading center of 
research into the treatment of this disease. 

THE WAR YEARS, 1942-1945 

The U.S. entry into the Second World War led rapidly to the enlistment of the University of 
California in the war effort. Portions of Berkeley's Crocker Lab, previously used for experimental out¬ 
patient treatment with radioisotopes, were commandeered by the Army and the Rad Lab, which built a 
perimeter fence around the facility and declared it off-limits for the duration of the war. 

In early 1942, John Lawrence's work on radiophosphorus was moved from Crocker to the newly 
completed Donner Laboratory, another privately funded research center on the Berkeley campus, leaving 
Hamilton as director of Crocker and its 60-inch cyclotron. Patients treated at Donner were referred to 
John Lawrence by physicians and hospitals in the Bay Area. Like the prewar Crocker Lab, the Donner 
Lab became, in effect, a biomedical adjunct to the Radiation Laboratory. Increasingly, however, the 
conversion of the campus to military-related research interrupted this work. 5 

The variety and extent of human radiation experiments in the early work of the Donner and 
Crocker labs remain unknown, but recently discovered documents may shed light upon the informal 
nature of referral and consent procedures followed in such cases. 

In September 1941, the acting manager of the Veterans Administration (VA) hospital in San 
Francisco wrote to John Lawrence, denying permission for Hamilton to inject a patient there with 
radiophosphorus, following a discussion between Hamilton and a visiting medical inspector from the VA 
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Central Office in Washington, D.C. The VA's letter to Lawrence gives the following reason for this 
refusal: 


There has been no formal request on the part of [the patient] or his family 
to continue to receive the radioactive phosphorus which we understand 
was administered under your direction while [the patient] was a private 
patient at [Berkeley's] Alta Bates Hospital 
... If such a request is made by [the patient] or his family this will be 
forwarded to our Central Office with as full an explanation of the facts as 
we were able to obtain from Dr. Hamilton, for the purpose of securing 
permission to continue this type of treatment. It is our desire to be 
cooperative at all times with other medical agencies where there is no 
conflict with our regulations." 5 

In February 1943, the U.S. Army's Manhattan Engineer District (MED) secretly contracted with 
UC to administer the Los Alamos Laboratory, where the first atomic bomb was to be built. The Army- 
UC agreement dealing with Los Alamos was designated Contract 36. The following April, Berkeley's 
Radiation Laboratory was similarly enlisted in the nation's service when another secret agreement, 
Contract 48, was signed between the Army and UC. One component of this contract, 48A, covered war- 
related biomedical research by Hamilton, which had actually begun the previous year with support from 
the federal Office of Scientific Research and Development. 7 Hamilton's war-related research under 48A 
involved exposing rats to plutonium and other fission products in an effort to determine the metabolic fate 
of such materials and hence the risk to workers at the atomic plants. 

In a February 1943 letter to Stone, Hamilton described 48A research as having "the primary 
purpose of protection of the civilian and military population, and the protection of those individuals who 
may be exposed either directly or indirectly to hazards arising from the operation of the pile [reactor], A 
necessary corollary to the above is the investigation of procedures for decontamination of individuals 
infected by fission products." 8 Throughout the war, Hamilton submitted classified monthly progress 
reports on Contract 48A to the Army through the MED's Berkeley Area Engineer. Ernest Lawrence was 
probably the highest university official to receive these reports and to know in detail of the biomedical 
work being done for the government.' 

In August 1942, radiologist Robert Stone became director of the Health Division of the 
University of Chicago's Metallurgical Laboratory, which was also under government contract to 
investigate the biomedical hazards faced by those working on the atomic bomb. In that role, Stone 
oversaw Hamilton's work with radioisotopes at Berkeley and also took part in a related Army-funded 
wartime project, which followed the cases of terminal cancer patients receiving high doses of whole-body 
x rays for treatment at hospitals in San Francisco, Chicago, and New York. The purpose of the latter 
project was to determine the effects of external radiation on atomic industry workers. 9 In another Army- 
supported project concerned with radiation, Stone, starting in 1942, used MED funding to track the effect 
of internal and external radiation upon the blood of arthritis patients receiving either radiophosphorus or 
whole-body x rays as part of their therapy at University Hospital in San Francisco. In 1943, this part of 
the project was given the designation Contract 48C. 10 

In John Lawrence's war-related work, military personnel inhaled trace quantities of radioactive 
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isotopes of the noble gases and nitrogen in a study of the causes and cure of decompression sickness." 

For this project, begun under the wartime Office of Scientific Research and Development, Lawrence 
relied upon volunteers from the campus Reserve Officers Training Program. 12 

During spring 1943, at the request of Robert Oppenheimer, the scientific director at Los Alamos, 
Hamilton and Stone also investigated the possibility of using radiological agents to poison enemy 
troops.' 3 Polonium, strontium, tantalum, plutonium, protoactinium, and zirconium-niobium were among 
the agents eventually considered. In a "Review of Possible Applications of Fission Products in Offensive 
Warfare," sent to the Army in May 1943, Hamilton reported that the most promising method of 
radiological warfare would involve internal infection of the lungs and digestive tract by fission products. 14 
Inhalation was determined to be the most effective method for deliberately introducing fission products 
into the body. Two months earlier, in a letter to Stone, Hamilton had described a newly developed 
technique in which short- and long-lived fission products "can be suspended in the air and their 
distribution in the body determined following inhalation of these substances." In the letter, Hamilton 
envisioned carrying out experiments using fission products on human subjects: "In addition it is planned 

to evaluate both the distribution and radiation effects of the raw fission mixture containing the long life 
material upon human leukemia patients." 15 

For Hamilton, radiological warfare became a continuing interest, extending well after the war. 
However, with the possible exception of a single experiment in fall 1945—involving a volunteer in 
Hamilton's lab, who inhaled a short-lived isotope of zirconium—no evidence of human experiments 
associated with radiological warfare by either Hamilton or Stone has yet come to light. 16 

In mid-1944, following the recognition of plutonium's toxicity, that element became the focus of 
renewed interest to Hamilton and the Army. Because it was now recognized that animal studies could not 
be accurately scaled to man in the case of plutonium, plans were drawn up at Berkeley and other MED- 
contract facilities to expand the Plutonium Project to include research on human subjects. In January 
1945, Hamilton informed the Army that "[i]t is planned here at Berkeley to undertake, on a limited scale, 
a series of metabolic studies with [plutonium] using human subjects.'" 7 

The first injection of a human subject with plutonium under Contract 48A occurred at University 
Hospital in San Francisco on May 14, 1945. The subject, Albert Stevens, designated CAL-1, was a 58- 
year-old male believed to have stomach cancer. A biopsy conducted shortly after the injection, however, 
revealed a gastric ulcer instead of the suspected cancer. Stevens was injected with approximately 0.932 
micrograms of a mixture of plutonium 238 and plutonium 239 in a solution. 18 

In late summer 1945, Hamilton informed the Army that "the next human subject that is available 
is to be given, along with the Pu238, small quantities of radio-Yttrium, radio-Strontium and radio- 
Cerium." The purpose of the experiment, Hamilton wrote, was to "compare in man the behavior of these 
three representative long-lived Fission Products with their metabolic properties in the rat, and second, a 
comparison can be made of the difference in their behavior from that of Plutonium." 19 This study was to 
take place beginning sometime in the following two months. However, no evidence has been found of 
another plutonium injection at UCSF during this time. 
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EARLY POSTWAR RESEARCH, 1946-1947 

* 

By the end of the war, the biomedical program at Berkeley was proceeding on two parallel tracks. 
As is evident from Hamilton's postwar progress reports to the Army, the joint Berkeley-UCSF group 
planned to continue its metabolic studies of various fission products, including experiments on human 
subjects, pending the continuation of Army support and funding under Contract 48A. In late August 
1946, for example, Hamilton informed the Army that "[t]he metabolism of radium, actinium, uranium, 
americium and curium will be studied in animals, and whenever possible in human subjects." The 
metabolism of thorium, protoactinium, and neptunium had already been studied in animals at Berkeley, 
Hamilton reported, "but it is planned if possible, to investigate the behavior of these three fissionable 
elements with human subjects." 20 In his August 1946 report to the Army, Hamilton had explicitly pointed 
out how the link between Berkeley and UCSF facilitated human subject research: 

It should be added that studies in the human, using both fissionable 
elements and the fission products, are made possible through the use of 
clinical material at the University of California Medical School at San 
Francisco. The fact that both Doctor John H. Lawrence and the writer 
are members of the staff of the medical school greatly facilitates any 
human studies which may be undertaken. 21 

In another report to the Army that fall, titled "Plans for Future Biological Research," Hamilton, 
possibly with an eye to securing postwar funding, once again emphasized the inherently dual nature of his 
research: 


There are military considerations which can be significantly aided by the 
results of properly planned tracer research. The distribution of Fission 
Products and the production of induced radioactivities by an atomic 
explosion, as well as the possible military application of radioactive 
warfare with either the long-lived Fission Products or induced 
radioactivities, such as radio-Tantalum, may deserve evaluation in the 
future. A great deal of the information already acquired by tracer 
techniques and the future effort outlined in this report, is directly 
applicable to answering some of these problems should they arise. 22 

While Hamilton planned to continue the tracer metabolism studies he had begun under Contract 
48A, Stone—who had meanwhile returned to UCSF from Chicago-proposed resuming and expanding the 
clinical radioisotope and teletherapy research that had been curtailed because of the war, with support 
from the Army's Contract 48C. Working with other UCSF colleagues already affiliated with Berkeley's 
Rad Lab—including radiologists Miller and Low-Beer—Stone intended, specifically, to further the 
pioneering prewar work with radioiodine. John Lawrence had a similar interest in pursuing research on 
radiophosphorus. 

In order to coordinate this postwar research, John Lawrence proposed that a separate Division of 
Medical Physics (DMP) be created under his direction. Although nominally a part of the Berkeley 
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Physics Department, like the "Rad Lab" itself, in reality the Division of Medical Physics was essentially 
autonomous, and its activities were centered upon the Donner Laboratory. The "primary purpose" of that 
laboratory, wrote Lawrence after the war, was "clinical investigation of some of the diseases which are 
not now well understood or successfully treated." 23 

Like Hamilton and Lawrence, the other members of the fledgling DMP also held joint 
appointments in the Radiation Lab and at the UC Medical School in San Francisco. At the insistence of 
the Medical School, however, the arrangement approved by Sproul specified that "all studies related to 
human beings should be under the control of [physicians] on the San Francisco campus responsible 
administratively to the Dean of the Medical School." 24 

As documents from the university's archives make clear, relations between the DMP and UCSF 
were severely strained from the start. Part of this strain derived from the historical fact that the Medical 
School in San Francisco and the academic biomedical departments on the Berkeley campus were in 
perpetual competition over matters of resources, oversight, and status. This competition, a consequence 
of the splitting of responsibility for the training of doctors between the main campus and the Medical 
School in the aftermath of the 1906 San Francisco earthquake, was exacerbated by the efforts of Ernest 
and John Lawrence to persuade the university's president to move the Medical School to the Berkeley 
campus. 25 

However, another more substantive point of contention between the DMP and the Medical 
School was the question of human experimentation. Although he had signed the agreement creating the 
DMP, John Lawrence admitted to being "seriously concerned" over the limitation imposed upon human 
experimentation at Berkeley. He pointedly appended his own statement to the charter, proclaiming that 
"there should be no limitation or ham-stringing of the freedom of the members of the subdivision of 
medical physics and others in the Medical School to carry on treatment or investigations in Berkeley if 
research were the prime interest." 26 

As a result of this unresolved dispute, oversight of DMP activities by the Medical School and its 
dean, Dr. Francis Smyth, appears to have been minimal at best. In practice, the deliberately ambiguous 
nature of the DMP-UCSF agreement, and the still-classified nature of the research being carried out under 
Army contract at Berkeley, meant that the Division and its handful of affiliated UCSF physicians were 
able to operate with virtual autonomy. 27 An illustration of how members of the DMP doing classified 
research had to be careful about sharing information with their erstwhile UCSF collaborators is evident in 
Hamilton's response to a February 1945 letter from Stone, who had suggested that their prewar colleague, 
Mayo Soley, be enlisted in secret Army-funded radioiodine studies using human subjects. Hamilton 
proposed, instead, that the experiments be conducted "with some of the people" at Berkeley, and warned 
that Soley "is an individual of more than average ability and... would soon realize that something very 
peculiar was going on." 28 

Despite Hamilton's previously announced plans to carry out several human radiation experiments 
using plutonium and other fission products, only one such additional case prior to 1947 has been found. 

In April 1946, CAL-2, Simeon Shaw, a four-year-old Australian boy with bone cancer, was injected with 
a mixture of plutonium 239, cerium, and yttrium. 29 The fact that this injection closely fits the profile of 
the experiment proposed by Hamilton the previous September in his report to the Army strongly suggests 
that CAL-2 was part of the research conducted under the auspices of the Plutonium Project. According to 
his August 1945 report to the Army, Hamilton's interest in cerium and yttrium stemmed from Berkeley's 
search for a material useful in removing plutonium from bone. 30 
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However, other aspects of this case-including the fact that the subject was a child, the use of 
several different radioelements, and the lack of follow-up investigations-do not follow the pattern of 
previous MED-funded plutonium injections, and suggest that another purpose of this experiment might 
simply have been to gain knowledge about how and where radioelements would localize in the body. 
While such knowledge might be of subsequent medical value in devising treatment, it was of no 
therapeutic worth to this individual patient. Thus, CAL-2 would seem to have been a multi-purpose 
experiment; the intent being to gain knowledge of medical and military value. 31 

The documents in the CAL-2 case contain no explanation for the seven-month delay between 
Hamilton's proposal for injecting a human subject with a combination of plutonium and other 
radioelements, and the time the experiment was actually carried out. Nor is there definitive evidence 
concerning the selection of this particular subject, who was referred to UCSF by specialists in Sydney, 
Australia, following a diagnosis of osteogenic sarcoma. Indeed, CAL-2's medical file contains no 
reference to the radioisotope injection, with the exception of a two-page discharge notice, dated June 11, 
1946, and titled "To Whom It May Concern." Written by the patient's UCSF surgeon, it noted that during 
CAL-2's hospitalization: 

Generous sections of the [tumorous] bone were taken for biopsy as well 
[as] studies to determine the rate of uptake of radio-active materials 
which had been injected prior to the surgery, in comparison with normal 

tissues. At the time of writing, these data are not available in the chart 
and can be obtained by responsible individuals by writing to Doctor Earl 
Miller of the Department of Roentgenology in the University of 
California Hospital, San Francisco, 22, California. 32 ■ 

In late December 1946, following a renewed request to the Army by Hamilton for additional 
plutonium "to be used for certain human studies," and a further progress report on CAL-1, the Army 
ordered a halt to research upon human subjects by the Berkeley-UCSF group. 33 The following week, the 
civilian AEC took over responsibility for all nuclear research, including Contracts 36 and 48 with UC, 
and reaffirmed the Army's temporaiy suspension of human experimentation at UCSF. 34 

In March 1947, at the urging of the former director of the Army's Medical Section and architect 
of the Plutonium Project, Col. Stafford Warren, the AEC approved the resumption of isotopes shipments 
and human subject research by former MED contractors, including the University of California. 35 As 
before, however, documents that specifically referred to human experiments "and might have adverse 
effect on public opinion or result in legal suits" were to remain classified. 36 Originally classified 
"Restricted," these documents were later downgraded to "Official Use Only." They have now been 
entirely declassified. 

Also as part of the new AEC policy, the University of California, as a former MED contractor, 
was allowed a broad use license for the medical application of radioisotopes. Under this arrangement, the 
university was exempted from the AEC requirement that individual researchers proposing to use 
radioisotopes on human subjects gain approval from an AEC-appointed board of reviewers. Instead, 
under AEC rules, such applications were to be reviewed by a committee established within the university. 
(See chapters I and 6 in the Advisory Committee's final report for a discussion of the evolution of rules 
governing isotope distribution.) Despite a recommendation from the AEC legal counsel that any human 
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subjects involved in commission-sponsored "clinical testing" sign a written release, AEC General 
Manager Carroll Wilson in April 1947 ultimately bowed to pressure from Stafford Warren and the other 
members of the AEC-appointed Interim Medical Advisory Board, who urged that the consent procedure 
consist instead of written certification by at least two attending physicians as to "the patient's 
understanding state of mind, to the explanation furnished him, and to his willingness to accept the 
treatment." Such clinical testing was to be "in the course of treatment of patients," Wilson advised, and 
"treatment (which may involve clinical testing) will be administered to a patient only when there is 
expectation that it may have therapeutic effect." Finally, "the decision as to the advisability of the 
treatment will be made by the doctor concerned." 37 (See chapter 1 of the Committee's final report.) 

In another concession to AEC's contractors, Wilson also assented to the recommendation of 
Warren's Interim Medical Advisory Board that up to 20 percent of the time of a contract could be devoted 
"to pursuing lines of research which appear fruitful to [contract researchers], even though not immediately 
related to specific items in the approved program for the particular project." This clause, which was later 
amended to 15 percent of the time of the contract, would presumably have allowed the kind of 
experiments aimed at answering questions of medical as well as military worth already known to be of 
interest to UC researchers. 

By the summer of 1947, government-supported research involving human subjects had resumed 
at UC under Contract 48A. That June, a teenage bone cancer patient at Chinese Hospital in San 
Francisco, CAL-A, was injected with approximately 0.25 microcuries of americium at UCSF. Although 
most patient records for CAL-A were evidently destroyed, a handwritten notation in the surviving portion 
of the patient’s file by one of Hamilton's assistants specifies that "we will use same procedure as with Mr. 
S," a possible reference to CAL-1, Albert Stevens. "See JGH [Hamilton] for particulars." 38 

In July 1947, a third human subject at UCSF, Elmer Allen, CAL-3, received an injection of 0.006 

micrograms of plutonium 238 in his left leg before that leg was amputated. 39 In the case of CAL-3, a 

UCSF physician associated with the Berkeley group. Dr. Low-Beer, was one of two doctors who attested 
in writing to the patient's understanding and consent to the procedure, as required by the AEC's April 
1947 regulation. Because records for CAL-A are incomplete and the records of a later case, CAL-Z, 
remain undiscovered, it is unclear whether the policy was followed in these cases. 

The CAL-3 experiment seems to have been a case of what the AEC now defined as "clinical 
testing"—i.e., while the procedure was not intended to be of therapeutic value to the patient, it was 
expected to yield information of medical usefulness in understanding the behavior of radioelements in the 
body, and ultimately even in devising future therapies. Since the radioelement in this case was 
plutonium, the experiment was also of potential military interest. 

The fact that the documentation provision of the AEC's newly devised consent procedure was 
followed in this single case seems indirect evidence that the CAL-3 experiment was considered, by the 
researchers themselves, to be part of the clinical testing program outlined by the commission. No written 
proof of consent was required, or sought, in either of the first two plutonium injections at UCSF. 

However, as discussed in more detail in chapter 5 of the final report, the AEC requirements also 
precluded experimentation that was not of potential benefit to the patient. While the CAL-3 research may 
have been directed at providing data useful to understanding and treating cancer as well as to the military, 
there is no evidence that it was designed to benefit the patient at the time, which would have been a 
violation of the AEC guidelines. 

Although subsequent oral history accounts of the UC plutonium injections remain sketchy and 
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sometimes contradictory, one document may shed light on the question of consent in the cases prior to 
CAL-3. This document, a memorandum dated December 30, 1946, from an Army representative at Oak 
Ridge to the MED Area Engineer at Berkeley, notes that "preparations were being made for injection in 
humans by Drs. Stone and Miller... These doctors state that the injections would probably be made 
without the knowledge of the patient and that the physicians assumed full responsibility. Such injections 
were not divergent from the normal experimental method in the hospital and the patient signed no release. 
A release was held to be invalid.” 40 Unfortunately, there is no explanation in this or any subsequent 
document as to why a release would have been deemed invalid. However, as noted in chapter 5 of the 
Committee’s final report, studies conducted without a release were common at the time. 

Apart from the plutonium and americium injections done under Contract 48A, most of the 
postwar work with radioisotopes that was carried out by the DMP-UCSF group was not classified, and 
evidently concerned the administration of radiophosphorus and radioiodine for therapeutic purposes. 
While still perhaps considered technically experimental by many physicians, these procedures were 
nonetheless becoming increasingly routine. Hamilton's records, for example, indicate that between 1938 
and April 1946 some 570 patients suffering from leukemia, lymphosarcoma, or polycythemia vera were 
treated with radiophosphorus at UCSF or Berkeley. 41 Similarly, a 1950 report by Earl Miller on the use 
of iodine 131 at the University of California records that 114 UCSF patients with hyperthyroidism were 
treated with iodine 131 between September 1945 and November 1949. 42 There can also be little doubt 
that the principal purpose of these treatments was therapy for the patient. 

Elsewhere, however, the line between clinical treatment and what the AEC permitted under 
"clinical testing" seems to have remained indistinct in at least some cases--as even the researchers 
themselves occasionally acknowledged. For example, the fact that the results of the radioiodine studies 
were also of military interest to the agency funding the research (AEC) was pointed out by Hamilton in an 
undated proposal for expanding human radioiodine studies under Contract 48C in 1947-1948: 

Radioiodine is one of the fission products freed in the atmosphere in regions adjacent to 
piles. It is also set free with great activity at the time of bomb explosions. It therefore is 
important to study its effects on humans. Opportunity for such study is found in the 
course of treatment of hospital patients for thyroid disturbances of either benign or 
malignant character. 43 

As Hamilton went on to note in this proposal, the research being carried by the DMP-UCSF group was by 
its nature dual-purpose, in that the information gained was of clinical as well as military interest: 

Other aspects of importance in the 48C program are the observation of the effects of total 
body radiation from external and internal sources. In this work, advantage is taken of the 
availability of human subjects who are under treatment with x-rays to the entire body, or 
with radio-active phosphorus or some other radio-active isotope. These studies are made 
in the course of treatment administered for the patient's condition. 44 

Miller likewise acknowledged the implicit connection between clinical treatment and broader 
research in an April 1947 request to Oak Ridge for iodine 131, which was to be used as part of 48C's 
program to determine the uptake, distribution, and excretion of that isotope: "Patients with diseases are 
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used in order that high doses may be administered," Miller wrote. "The fact that they have disease is 
incidental and the medical aspects of these patients are cared for outside the project." Miller made the 
same argument the following year, when he renewed his request for radioiodine: "The fact that these 
patients have carcinoma of the thyroid makes the administration of such large doses permissible." 45 In 
such cases, clinical testing seems to have been carried out independent of any regard for therapeutic 
benefit. 

It appears that only belatedly--in March 1949—did the AEC Subcommittee on Human 
Applications formally create a mechanism by which such cases of clinical testing could be reviewed and 
approved. Acknowledging "that there may be instances in which the disease from which a patient is 
suffering permits the administration of larger doses for investigative purposes," the AEC declared that 
approval would be granted only if the treatment was deemed unlikely to cause harm, the patient 
consented, and full responsibility for the work was assumed by "a special committee of at least three 
competent physicians in the institution in which the work is done." 45 

POSTWAR RESEARCH MATURES, 1948-1950 

The fact that Stone, Hamilton, and others at Berkeley remained deeply involved in other 
classified work for the government further blurred the distinction between their clinical and military- 
related research. By spring 1948, Hamilton, in addition to his work for the AEC, was an adviser to the 
Army Chemical Corps on radiological warfare and a consultant to Fairchild Aircraft on the Nuclear 
Energy Propulsion for Aircraft (NEPA) program, an Air Force-funded project to design a nuclear- 
powered bomber. 47 During this same time, Stone was also a consultant on NEPA and had become a 
partisan in a secret government debate over the nuclear airplane, urging that volunteers be used in 
experiments involving high doses of whole-body irradiation. 48 

Although plutonium injections at UCSF evidently ended with CAL-3 in July 1947, Hamilton's 
tracer research on human subjects continued at least into 1948. That March, for example, Hamilton, 
reporting to the AEC on his plans for Contract 48A during 1948-1949, wrote the commission's area 
manager: "Under appropriate and suitable circumstances, it is highly desirable to conduct human tracer 
studies with certain fission products and fissionable elements 

... [fjirst to establish the metabolic behavior of these substances in man... [sjecond, to investigate the 
potential diagnostic and therapeutic applications.... The human studies of this character will be 
undertaken with Dr. R. S. Stone at the University of California Medical School." 49 

Additional evidence suggests, however, that the purpose of this research was now increasingly 
concerned with identifying radioisotopes that might prove efficacious in the treatment of diseases like 
cancer. In this connection, one of Hamilton's former colleagues, Patricia Durbin, observed in an Advisory 
Committee oral history interview that the bulk of the postwar radioisotope work by the DMP-UCSF 
group was part of a wider search in nuclear medicine for radioactive "magic bullets"--isotopes that would 
cure different cancers selectively by localizing in different parts of the body. One such "bullet" had 
already been discovered at Berkeley—iodine 131, which localizes in the thyroid. 50 

Although the search for radioelement magic bullets can be traced to the dawn of nuclear medicine 
in the mid-1930s, the discovery of nuclear fission gave the hunt added momentum. In May 1946, 
Hamilton and Stone, reporting to the Army on promising future areas of biomedical radiation research, 
succinctly described the "magic bullet" thesis: 


611 



Supplemental Volume 1 


The fundamental fact has already [sic] demonstrated that if a sufficient 
quantity of a radioactive material can be made to localize in a diseased 
structure of the body such as the thyroid gland, intense irradiation of that 
organ will take place without damage to adjoining normal tissues. The 
widespread availability of adequate quantities of the artificial radio¬ 
elements will make possible a more rapid and effective search for 
radioactive compounds which may be localized in malignant tissues.. . 5I 

Two months later, Hamilton wrote to a physician colleague that "[t]o date no fission products, 
aside from radioactive iodine, have been employed for any therapeutic purposes." He nevertheless held 
out hope that such a magic bullet might be found: "There is a possibility that one or more of the long list 
of radioactive elements produced by uranium fission may be of practical therapeutic value." The 
following year, in the draft of a paper on the medical application of radioactive tracers, Hamilton 
identified strontium, zirconium, and yttrium alongside phosphorus and iodine as prospective magic 
bullets. 52 

The search for radioisotope magic bullets at UC was doubtless given additional impetus-as well 
as funding—by a state-wide "Cancer Project" established in 1947. This project drew upon more than a 
million dollars in public and private bequests for research aimed at eradicating cancer, and it produced 
annual reports on this research for at least the next seven years. Starting in 1948, the state's Cancer 
Project became a major source of funding for the research being conducted by Hamilton and Stone, as 
well as by members of the Berkeley's Division of Medical Physics. 53 

Evidence from the UC archives indicates that, by 1948-1949, the focus of such magic bullet 
search was centered upon two radioisotopes—zirconium 95 and columbium 95 [the modem term for 
columbium is niobium]. Subsequent human subject research carried out at UCSF with these two isotopes 
seems to indicate, however, that even in such cases, clinical testing often remained multi-purpose. 

In January 1948, for example, the Radiation Laboratory administered a "test dose" of zirconium 
95 to a 55-year-old female cancer patient at UCSF. 54 (The records of the patient, CAL-Z, could not be 
located, so there is no evidence on the consent procedure followed in this case.) The following August, 
the report of this injection was denied declassification by the AEC, "since it specifically involves 
experimental human therapeutics." 55 Although proscribed from appearing in the open medical literature, 
the classified Rad Lab report on CAL-Z was forwarded to a variety of defense-related organizations, 
including the Air Force headquarters of the NEPA project. 

A progress report on Contract 48A activities for 1948-1949 notes that "[r]adiozirconium and 
radiocolumbium, after considerable experimentation, was prepared in a form usable without any untoward 
effects to humans." The report goes on to record the effects upon a total of seven patients injected with 
columbium or zirconium, or some combination of the two: "Selective concentration of Zr95 and Cb95 
was found in two patients with malignant melanoma, in one patient with metastatic carcinoma from the 
large intestine, and one patient with breast tumor. In three other patients with breast tumor no selective 
uptake was found in the tumor tissue." 56 A handwritten notation in a Hamilton file marked "Human 
Studies" suggests that one of these subjects may have been a 30-day-old infant, injected with 
radiocolumbium three days before her death in December 1948. Neither medical records nor a death 
certificate for this patient could be located in UCSF archives or among state records, however. 57 

Subsequent documentation reveals that medical interest in zirconium and columbium continued 
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well after the war at Berkeley and UCSF. A 1950 grant renewal application to the state cancer program 
by Drs, Stone and Low-Beer noted that "[selective localization of Zr95 and Cb95 have been done on 11 
patients, but the results have not been analyzed." The application made explicit the connection with 

magic bullet research: "The search for materials that will localize in a tumor will give us a diagnostic 
tool, and if the developmental localization is sufficiently great it will provide a therapeutic tool." 58 

Stone, for his part, also continued to direct the program of clinical testing with radioiodine that 
had resumed after the war under Contract 48C. Here again, these experiments seem to have been of both 
medical and potential military interest. In an April 1950 report titled "Biological Effects of Radiations 
from External and Internal Sources," Stone recounted the results of a recent investigation involving 
mental patients at San Francisco's Langley-Porter Clinic, 65 of whom were given iodine 131 in an effort 
to determine whether any abnormal thyroid function existed in patients with mental disorders. Since no 
abnormal thyroid function was found, these patients were deemed a normal control group. Subsequently 
reporting on this experiment in an unclassified meeting on the NEPA project, the director of the Langley- 
Porter Clinic cited the consent procedure used in this case~the patients had evidently been asked if they 
objected to the injection of the radioisotope-as evidence that there might be less concern with radiation 
among human subjects than many researchers feared. 59 

EXPANSION AND CONTROVERSY, 1948-1952 

In November 1948, the University of California signed another agreement with the AEC, 
Contract 10, which provide support for "non-programmatic" research connected with atomic energy, 
including biomedical work previously done under the auspices of Contract 48 and the Radiation 
Laboratory. 6 " The evident intent of Contract 10 was to free UCSF researchers from having to submit 
research proposals to the AEC through the Rad Lab. Starting in June 1949, Project 2 of the contract- 
"research on the physiological effects of radiation," under the direction of Stone-provided support for 
extending the earlier 48C studies using teletherapy and radioisotopes begun by Stone, Miller, and Low- 
Beer. An additional part of the program was concerned with identifying the causes and cure of radiation 
sickness. 61 

With the postwar growth of research in nuclear medicine, the still-unresolved conflict between 

the Medical School at UCSF and Berkeley's Division of Medical Physics (DMP) over human 

experimentation once again came to the fore. As early as November 1946, John Lawrence had proposed 
using private funding to establish a Metabolic Unit, for in-patient treatment and clinical testing involving 
radioisotopes, at Cowell Hospital on the Berkeley campus. This unit would have expanded and made 
routine the out-patient clinical research using radioisotopes begun before the war at Crocker and Donner 
laboratories. However, since the creation of this unit would violate the earlier agreement prohibiting 
human subject research on the Berkeley campus, the proposal was blocked by the Medical School and 
Dean Smyth. 

Undeterred by this rejection, and prompted by the possibility of obtaining AEC funding for the 
new Metabolic Unit, Lawrence again raised the issue with President Sproul two years later. 62 The 
renewal of the Berkeley-UCSF feud sheds light not only on the controversy over human experimentation 
at the university, but also on the considerable impact of AEC funding. In a February 1949 letter. Dean 
Smyth complained to University President Robert Sproul that relations between the Medical School and 
the Division of Medical Physics had become "untenable.... There is lack of contact and no consultation 
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with varied clinicians. We have no knowledge of what is being done." 63 In a confidential meeting with 
Smyth two days later, Sproul, according to notes of the conversation, acknowledged to Smyth that he 
shared "some of his misgivings, but... described to him the two pressures which are now upon me, 
namely, (I) a report of a committee representing both the Medical School and Medical Physics, 
recommending that I approve the establishment of the Metabolic Unit, and (2) the imminent meeting of 
an AEC Committee from which Dr. John Lawrence can get funds for his work, if I inform him that the 
Clinic has been approved." 64 

Still formally enjoined from conducting research using human subjects on the Berkeley campus, 
Lawrence carried out a series of blood volume experiments using trace amounts of radioiron and prisoner 
volunteers at San Quentin in March 1949. 65 Prisoners were used so that long-term baseline data on 
normal subjects could be gathered. Ten prisoners were involved, and written consent from the prison's 
warden and state correction officials was obtained prior to the experiments being carried out. According 
to Lawrence's own later account, only verbal consent was obtained from the prisoners themselves, 
although they received written acknowledgment of their contribution. A university official raised 
concerns about the possible legal consequences of these experiments the following August, after local 
press accounts appeared, but those concerns were evidently allayed, since Lawrence carried out a second 
series of radioiron experiments at the prison in 1951. 66 

Although the prohibition against human subject research on the Berkeley campus remained in 
effect, there was apparently no restriction upon the affiliation that Lawrence and his DMP colleagues 
enjoyed with metabolic wards and isotope units conducting clinical research at other medical facilities 
around the Bay Area. 67 Between 1947 and 1952, using funding from the AEC, the National Cancer 
Institute, the California Cancer Project, and private sources, physicians jointly affiliated with the DMP 
and UCSF carried out clinical research at the Laboratory for Experimental Oncology of San Francisco's 
Laguna-Honda Home, Highland-AIameda Hospital in Oakland, Ft. Miley Veterans Hospital in San 
Francisco, and the Langley-Porter Clinic in San Francisco. 

Most of these studies evidently involved radioiodine and radiophosphorus, but tritium, radiogold, 
and carbon 14 were also used in research trials. Evidence suggests that both patients and paid healthy 
subjects were used in this research. In cases where the subjects were paid volunteers, no signed consent 
was required, according to a 1952 letter from John Lawrence. 68 As had been, the case before the war, 
patients were evidently referred to DMP researchers by physicians at nearby hospitals. In an April 1953 
document, Lawrence estimated that three-quarters of the patients being treated at Donner were referred 
from Highland and various VA hospitals in the area. "We don't take patients here who have a problem for 
which there are standard treatments," he explained in this report. 69 

The creation of an Isotope Unit at Laguna-Honda's Laboratory of Experimental Oncology (LEO) 
was another tangible result of the collaboration between members of the DMP-UCSF group-specifically, 
John Lawrence, Hardin Jones, Miller, and Low-Beer—and the director of a medical facility in the Bay 
Area. 70 Patients were evidently referred to the LEO by the Tumor Board at UCSF, whose chairman at the 
time was Robert Stone. 71 Although supported by state. National Cancer Institute, and private funds, the 
research and "data gained [at the LEO] upon the fate of test doses of various fission products in man, is of 
interest to the Atomic Energy Commission," pointed out one Berkeley researcher in a 1949 letter to the 
Commission’s Division of Biology and Medicine. 72 

Oversight and patient consent procedures in these collaborations apparently depended upon the 
rules of the particular institution where the research occurred. In 1951, a controversy arose over certain 
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medical procedures (not involving radiation) and the consent form employed at Laguna-Honda and the 
LEO. As a result, in October of that year a symposium was held at UCSF on the ethics of human 
experimentation. Due in part to this controversy, but also to budget cuts and reorganizations, the LEO 
was shut down in 1953. 73 

Throughout this period, suspicions persisted among the top leadership of UCSF that human 
subject research was being carried out at Donner Lab on the Berkeley campus. During May 1951, in 
appointing a second review committee to resolve the ongoing feud between the Medical School and the 
DMP, President Sproul noted that "there is still apprehension in the Medical School with reference to the 
safety of patients under study in Berkeley, that clinical studies, it is stated, have been undertaken in the 
Division of Medical Physics without consultation with the Division of Medicine." 74 

Indeed, there is anecdotal evidence that John Lawrence and his colleagues in the Division of 
Medical Physics were able to circumvent oversight by exploiting unclear lines of authority and invoking 
their AEC connection. This evidence comes from a 1979 interview with Cornelius Tobias, a close 
colleague of Lawrence and a founding member of the DMP: 

I don't recall any instance where we as part of our medical physics 
professorial duty would treat patients. We treated very obviously under 
financial support and agreement from the Atomic Energy Commission. 

And of course the Medical School was very unhappy about that, or 
certain individuals in the Medical School. I might say this, that when 
you say, 'whole Medical School,' that's not correct, because Lawrence 
had friends, very good friends, in the Medical School, who felt that it 
was very logical for him to proceed as he did... And once they began to 
criticize it—I know because later it came up-then the standard answer 
was that this is part of the Radiation Laboratory activities and financed 
by that. John Lawrence is associate director of the Radiation Laboratory 
[and the] medical agreements and protocols have been arranged with the 
Washington office of that agency. 75 

In March 1952, the six-year-long battle with the Medical School ended in John Lawrence's favor 
when an in-patient radioisotope treatment facility, the Donner Pavilion, was officially opened at Cowell 
Hospital. 76 The purpose of the Donner Pavilion, Lawrence wrote the AEC the following November, was 
"to provide hospitalization ... for patients so that we can carry out studies on them in connection with our 
work at Donner Lab," and also to provide bed space in the event of nuclear war or a peacetime atomic 
accident. 77 

Donner Pavilion was, in fact, just one part of a burgeoning complex of nuclear medicine facilities 
established by the University at this time. In 1950, with support from the AEC, Stone had dedicated a 
Radiological Laboratory on the UCSF campus to house a 70-million electron volt "Synchrotron," 
ultimately to be used in teletherapy. In 1951, again with AEC support, Stone also opened a Radioactivity 
Research Center on the medical campus. 7 * 

The human subject research conducted by Stone, Hamilton, and their colleagues in the Division 
of Medical Physics was, by this time, the subject of controversy well beyond the confines of the Berkeley 
campus or even the state of California. Indeed, some of the most vocal criticism came from within the 


615 



Supplemental Volume 1 


AEC itself. Following an April 1948 visit to the Berkeley campus, the chairman of the AEC's Advisory 
Committee for Biology and Medicine, Dr. Alan Gregg, criticized Stone’s x-ray treatment of arthritis 
patients as "not justified." 79 Stone's defense—that the choice of patients and treatment had been by 
UCSF doctors, not the AEC—was dismissed as irrelevant by Gregg, who wrote that he and his colleagues 
"do not wish to collaborate in clinical investigations with physicians in whose considered judgment they 
do not have confidence." 

Another strong critic of human radiation experiments was the director of the AEC's Division of 
Biology and Medicine, Dr. Shields Warren. "Don't like 300 r [rad or roentgens] or so for arthritic 
patients," Warren wrote in his personal journal following an April 1948 meeting with Stone. The 
following day, Warren continued on this theme in his discussions with Stone-: "Much condemnation of 
use of pts [patients]." 89 A few months later, it was Warren who reaffirmed the decision of a lower AEC 
official not to declassify the Rad Lab's report on the zirconium injection, CAL-Z, despite an appeal from 
Berkeley. That report had been denied declassification in part, wrote the AEC official, because "it 
appears almost impossible to rewrite it in an acceptable manner, which would not jeopardize our public 
relations." 81 

In July 1949, responding to Stone's position on the NEPA debate, Warren advised the UCSF 
radiologist that he was "taking an increasingly dim view" of human experiments. "Consequently, record 
me as voting against human experimentation," Warren wrote. 82 The previous January, Warren had 
rejected a request from John Lawrence to label a drug with radioactive carbon 14 in order to better trace 
its course in patients. 83 Warren's objection was made on the grounds that C-14's use in humans had not 
yet been proven safe. Lawrence, however, appealed this rejection to the AEC's Subcommittee on Human 
Applications at Oak Ridge, and was subsequently granted permission to use the isotope. 84 

In August 1949, in what appears to have been an effort to close a possible loophole in the AEC’s 
control of isotopes, Warren wrote to John Lawrence that isotopes were to be used on human subjects only 
after review and approval by the Subcommittee on Human Applications of the Committee on Isotope 
Distribution, even if the isotopes had been produced in the laboratory where they were to be used. "Since 
this procedure has not been uniformly followed in the past," Warren chided, "we are writing to acquaint 
you with the appropriate details." 85 

Hamilton appears to have been aware of Warren's misgivings as well. In November 1950, when 
he was unable to attend a Washington conference on a soldier’s ability to fight after being exposed to 
radiation, Hamilton wrote to Warren to share his ideas on the subject. Hamilton wrote it was "very 
desirable to determine in man the range of total body radiation required to induce an appreciable decrease 
in his capacity to execute intricate tasks for which physical well-being is essential." For that purpose, 
Hamilton proposed exposing animals or humans to near-lethal levels of radiation. He preferred using 
large monkeys to smaller animals, because of the similarities to man, and concluded that, "If this is to be 
done in humans, I feel that those concerned in the Atomic Energy Commission would be subject to 
considerable criticism, as admittedly this would have a little of the Buchenwald touch." 86 Finding healthy 
volunteers, he mused, also would be difficult. 

CONSOLIDATION AND RETRENCHMENT, 1953-1974 

By the early 1950s, the continuing search for radioisotope "magic bullets" had apparently 
prompted at least one new tracer experiment by the Berkeley group using human subjects. 87 In May 
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1954, Hamilton and two colleagues reported on the results of an experiment in which eight patients with 
thyroid disorders were administered radioactive astatine, which was believed similar to radioiodine in its 
effects, 88 The absence of follow-up studies suggests, however, that this line of research was subsequently 
abandoned as unfruitful. 89 

Although such experiments were no longer classified, in at least one case Hamilton used secrecy 
and "need to know" to sidetrack basic research and delay a potentially important scientific discovery. In a 
June 1954 letter to AEC official Walter Claus, classified secret, Hamilton took credit for deceiving a 
former student of his who had accidentally discovered that radioiodine from nuclear testing was being 
concentrated in beef thyroids in Tennessee, and who speculated that such testing might also account for 
increased radioiodine levels in humans worldwide. "Understandably,” Hamilton wrote to Claus, "I saw 
the possible implications of what he brought to my attention and attempted to subdue his marked degree 
of enthusiasm by suggesting that traces of radioiodine in the Memphis area might have arisen from 
airborne contamination from the Oak Ridge National Laboratories." 90 "Your playing down of the matter 
to [the student] was certainly good judgment," Claus responded. 91 

Starting in the mid-1950s, the spectacular growth of nuclear medicine research at Berkeley and 
UCSF began to slow. Part of this change was undoubtedly due to the loss of two of the founding 
members of the DMP-UCSF group. Bertram Low-Beer died of leukemia in 1955. That same year, 
Hamilton was diagnosed with the leukemia that would bring about his death in February 1957. Ernest 
Lawrence, who had been a key supporter of the biomedical work at Berkeley, died in August 1958 of 
complications following surgery for colitis. In his honor, the Radiation Laboratory was renamed the 
Lawrence Berkeley Laboratory (LBL). 

But shrinking federal funds, disillusionment with the "magic bullet" theory, and evolving 
technology also combined to shift the direction of research at Donner, the Radiation Lab, and UCSF away 
from clinical testing with radioisotopes toward medical experimentation and treatment by "big machine" 
teletherapy. This shift was reflected, for example, in a 1958 report by John Lawrence on AEC projects at 
the University of California: "We wish," Lawrence wrote, "to continue development of the new 
experimental and therapeutical tools of nuclear physics and chemistry and turn them to the investigation 
of the major unsolved problems in biology and medicine, including the radiation syndrome, cancer, 
hemopoietic disorders and artherosclerosis." 92 

The Synchrotron 

By the time of Lawrence's 1958 report, several such investigations were already under way, and 

would continue well into the next decade. In November 1951, the 70-MeV Synchrotron began operation 
at Stone's Radiological Laboratory on the UCSF campus. Used to direct high-energy x-ray beams at 
deep-seated lesions, the Synchrotron was not approved for clinical application on patients until five years 
later. The patients chosen were believed to have less than an even chance of surviving five or more years 
under conventional therapies. According to a 1963 report by the Rad Lab, 388 patients suffering from 
advanced cancer had received treatment at the Synchrotron; 160 were still alive at the time the report was 
written'. 93 

The programs at Berkeley and UCSF also continued to have their critics. In particular, some 
AEC officials charged Stone with exaggerating his claims for the Synchrotron. In a 1959 report 
following his visit to UCSF and the Rad Lab, for example, Paul Henshaw of the AEC Division of Biology 
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and Medicine questioned the efficacy of the program, while still being careful not to criticize its intent: 
"With respect to the Stone enterprise, it seems to me we are faced with a perpetuity situation (with 
prospects of meager returns at best) unless concrete steps are taken." Henshaw recommended that the 
AEC end its support of the Synchrotron the following year, but funding for the machine continued into 
the mid-1960s. 94 

While initially optimistic about the possibilities of the Synchrotron, by 1963 Stone himself 

concluded that, while he and his colleagues were "curing" some patients with advanced cancer, the 
numbers were not much better than conventional treatments. This fact was not surprising, Stone 
contended: because of the low survival rate of the disease, "we expected few 'cures' from the patients 
treated five, six, and seven years ago." 95 

Heavy Ion Therapy 

During this same period, others in the Division of Medical Physics-including John Lawrence and 
biophysicist Cornelius Tobias—were investigating the use of heavy ion radiation on the pituitary gland to 
control hormone-dependent cancers. A major study of this technique had begun under Tobias in 1954, 
and by the late 1960s at least 250 patients, most suffering from breast cancer, were treated. Patients who 
received heavy ion radiation were selected on the criteria that they had not responded to conventional 
therapies, were under 60 years old, and were thought to have "a realistic chance of deriving benefit" from 
the treatment. Although early procedures using extremely high doses of radiation to the pituitary—from 
approximately 13,000 to 30,000 rad—were subsequently believed to have caused neurological damage in 
some patients, a 1967 report by a Donner Lab physician concluded that in these cases "the risk of brain 
damage seemed to be justified [because of the advanced nature of the disease]." 96 Heavy ion radiation 
was also used in the cases of six patients with brain tumors between 1962 and 1968. 97 

The Rad Lab also conducted a study on 71 patients with diabetic retinopathy, a degenerative eye 
disease related to diabetes. According to a report by Lawrence and Tobias, the patients used in the study 
were referred to Donner Lab by private physicians and received independent evaluations from two other 
outside physicians before being treated. 98 Moreover, by this date a consent form was routinely in use at 
Donner Lab. 

These studies were put on hold in the early 1970s, but resumed in 1975 with pilot studies using 
the 184-inch synchrocyclotron and continued with the introduction of the BEVALAC in 1977. The 
BEVALAC used two accelerators to deliver high uniform doses of heavy ions that are used to ablate 
deep-seated tumors. Treatments using helium and other heavy ions continue today, although the program 
is constrained by recent budget cuts and the closure of the BEVALAC. 

Dr. Richard Levy, a medical scientist at Lawrence Berkeley Lab who has examined patient 
records dating back to the late 1950s, has said these treatments were very effective given the imaging 
limitations of the time. In his preliminary analysis of records from the smaller studies, Levy said the 
majority of patients were cured of their disease, and he found no evidence of secondary malignancies or 
injury to adjacent brain structures. There were also no unexpected radiation-induced diseases, though 
more than one-third of the patients developed some delayed hypopituitary problems. However, these 
problems were anticipated in a significant number of cases. 99 
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Radioiodine 

In 1955, a follow-up study was conducted at Donner Lab of 175 patients who had received 
radioiodine treatment for hyperthyroidism between September 1945 and February 1952. Rad Lab 
documents also point to a set of experiments in the early 1960s that investigated the thyroid uptake of 
iodine 131 by pregnant woman and their fetuses. It is unclear from the documents available whether a 
formal study was carried out. 100 

Radiostrontium and the Fallout Study 

In April 1954, the AEC asked Hamilton for the medical records of UCSF patients who received 
radiostrontium between 1942 and 1944 in experimental therapy or as a palliative for metastatic bone 
cancer. This request was prompted by the AEC's Project Sunshine, a then-secret program to assess the 
human hazards of radiostrontium from the fallout of atmospheric bomb tests. A similar concern evidently 
lay behind the so-called Diaper Study at Berkeley, which measured the uptake of stable calcium and 
radiostrontium from processed baby foods in the normal diet of infants between 1957 and 1962. The lab 
supplied mothers with baby food, samples of which were tested for calcium and strontium content. 101 In 

this study, radioelements were not introduced into the foods; rather, the Lab checked the food for 
"naturally occurring" content. 

"Captive Population" Research 

Between 1958 and 1962, John Lawrence and his colleagues at Berkeley carried out a series of 
experiments among so-called captive or "vulnerable" populations at San Quentin, as well as at a Napa 
State Hospital. One of the San Quentin experiments employed prisoner volunteers to determine the 
mechanism of red blood cell production. (Human studies were required because of the widely varying 
way that different animals metabolize iron.) A second experiment injected bone marrow from 20 paid 
prisoner volunteers into patients with lymphatic leukemia, who had been previously treated with 
radioyttrium. 102 As was the case with Lawrence's San Quentin experiments in the late 1940s and early 
1950s, there is no evidence that written consent was obtained from the prisoners themselves. Prison 
officials permitted the study to be carried out based upon a protocol filed by Lawrence, and prisoners 
were compensated for their participation. 103 

Residents at the state-run mental hospital in Napa participated in an iodine 131 uptake study 
begun in 1958. The hospital's director described the experiments as representing "a unique opportunity 
for investigative work in the field of mental illness." 104 The consent procedure followed in these cases is 
not known. 

SUMMARY 

The following summary and concluding remarks concern areas of particular interest to the 
Advisory Committee. 
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At the University of California, as elsewhere, the invocation of secrecy for reasons of "national 
security" provided a convenient and effective means of avoiding further inquiry from colleagues or 
superiors. Even when it was not improperly used as a cloak for misdeeds, secrecy engendered suspicion— 
if only by an awareness of the potential for its misuse. 

Significantly, however, the insistence on keeping secrets came from the government, not from 
university researchers, and it continued after the wartime emergency had passed. Despite the 1954 
incident in which Joseph Hamilton deliberately misled a former colleague in order to guide him away 
from a secret project, the majority of UC researchers-Hamilton included-were eager to share the results 
of their classified work using human subjects with their professional peers "outside the fence." 

Robert Stone, for example, repeatedly requested that the AEC declassify the data he had gathered 
on total-body irradiation of terminal cancer patients, so that it might be published as part of a 
multivolume series on wartime radiation research. 105 Stone's requests were denied declassification on the 
grounds that his report on the patients contained "material the release of which would be prejudicial to the 
best interest of the Atomic Energy Commission, in that it might result in adverse publicity and even 

encourage litigation." 106 Consequently, only part of the data made it into the series. 

Hamilton's efforts during the same time to obtain release of his classified reports detailing the 
plutonium injections were similarly rebuffed by the AEC. Indeed, as late as 1949, DBM Director Shields 
Warren personally upheld the decision of an AEC official not to allow declassification of the secret 
Radiation Laboratory report on CAL-Z, on the grounds of possible embarrassment to the commission, 
despite the entreaties of Berkeley researchers. 

Consent and Oversight 

The history of human radiation experiments at the University of California indicates that 
different consent practices were followed at different times—reflecting, not surprisingly, the evolution of 
ethical and legal concerns about the rights of human subjects. In the case of patients receiving 
experimental radiophosphorus or radioiodine treatments at Crocker or Donner laboratories, for example, 
the fact that these patients were referred to Berkeley by 6ther physicians at hospitals in the Bay Area 
suggests that they were probably provided with some explanation for the referral. It is not known 
however, what they were told, nor is there any record that bears on whether they formally consented to 
the subsequent procedure. 

In all but one of the wartime and postwar plutonium and americium injections carried out at 
UCSF as part of the work done for the government under Contract 48A, no written record of consent 
could be found. Indeed, the memo of December 30, 1946, previously cited, suggests that the patients 
were deliberately not informed of the purpose or nature of the injection and a signed release was 
considered "invalid." It should be noted that classification rules alone cannot be considered a justification 
for this lack of disclosure, since, for example, the fact that plutonium consituted a principal ingredient in 
atomic bombs was no longer secret after publication of the Smyth Report in late August 1945. 

Although no record of consent can be found in the case of CAL-1, Shields Warren subsequently 
recalled that in December 1947, Joseph Hamilton claimed that "he had explained to the patients that they 
would receive an injection of a new substance that was too new to say what it might do but that it had 
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some properties like those of other substances that had been used to help control growth processes in 
patients, or something of that general sort." 107 As discussed in chapter 5 of the Advisory Committee's 
final report, if this is what was said, it may well have had the effect of misleading patients into believing 
there was a potential direct benefit to them. 

The only documentary evidence of consent in the medical file of CAL-2 is a standard form, 
"Consent for Operation and or Administration of Anaesthetic." Since this form 
contains no mention of experimental procedures and is dated May 2,1946, or a week after CAL-2 was 
injected with radioisotopes, it evidently applied only to the biopsy, which was performed on May 3. 

One of Hamilton's former associates, Patricia Durbin, has stated that she believes CAL-A's 
guardian was informed of the procedure followed in that case, but no evidence of consent could be found 
in the patient's incomplete medical file. 108 

In the July 1947 case of CAL-3, a written record by two physicians, attesting to the 
understanding and consent of the patient, fulfilled the recently established AEC requirements regarding 
consent. A proposed, more stringent regulation, requiring signed consent from the patient and 
recommended by the commission's lawyers, had been successfully resisted by AEC contractors in April 
1947. As previously noted, however, the AEC also required that clinical testing must provide some 
potential benefit to the patient, a provision that was violated in the case of CAL-3. 

One of the most striking aspects of the history of the human radiation experiments—at the 
University of California, as elsewhere—is the frequency with which the same individuals appear in the 
story, operating in different capacities and serving on various committees, but in the process exercising a 
degree of authority seemingly out of all proportion to their small number. Upon reflection, this 
phenomenon is attributable less to conspiracy (or coincidence) than to the simple fact that these few 
individuals represented almost the entire cohort of scientists who, in the early days of government- 
sponsored radiation research, possessed the combination of experience, training, and security clearances 
that allowed them to carry out this kind of work. 

The same researchers who were among the most active in using human subjects for wartime 
radiation experiments were, by that very fact, deemed best able after the war to set the rules under which 
such experiments would be carried out, and even to approve the actual experiments proposed by them or 
their colleagues. In this role, for example, Joseph Hamilton served not only on the original Subcommittee 
on Human Applications of the AEC's Advisory Committee on Isotope Distribution, but likewise was a 
founding member of the local UC committee that reviewed radiation research on the Berkeley campus, to 
which the subcommittee had nominally given the responsibility for reviewing individual experiments. 
Two others who served with Hamilton on this UC committee. Stone and Miller, were acting 
simultaneously as both participant and overseer in human radiation research. 

Inevitably, this interconnectedness led at least to the perception-and, sometimes, the reality-of a 
conflict of interest. As noted earlier, when DBM Director Shields Warren in early 1949 explicitly denied 
John Lawrence's request for carbon 14 to be used as a tracer in human subject research, Lawrence 
successfully appealed the decision to the Subcommittee on Human Applications, of which Joseph 
Hamilton was a founding member. Furthermore, Warren's pointed reminder to Lawrence several months 
later that the AEC had to approve the use of all isotopes, even those produced locally at the Rad Lab’s 
cyclotron, and that "this procedure has not been uniformly followed in the past," suggests that the 
mechanisms the AEC had put in place to oversee the use of radioisotopes in human subject research were 
far from foolproof. 
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The duplication and diffusion of responsibility that marked the AEC's national supervision of 

radiation research were often replicated at the local level. University records indicate that UCSF and 
Berkeley's Donner Lab had separate committees to review proposals for the use of radioisotopes on 
human subjects. The Committee for the Safe Use of Radioisotopes, created at Berkeley in October 1946 
at the instigation of President Sproul, had among its inaugural members Hamilton, Stone, and Miller. 109 
The original purpose of this committee, however, was evidently to ensure the health and safety of campus 
researchers, not to safeguard human subjects used in research; to the extent that it also had responsibility 
for reviewing proposed human radiation experiments, that function was apparently auxiliary and came 
later. 110 By 1952, when the committee was reorganized at the urging of the AEC, its functions included 
oversight of proposals by campus researchers seeking AEC-supplied radioisotopes for their work. 111 

Evidence on the function of a "human use" committee at the Donner Lab remains sketchy, 
although a 1956 letter from John Lawrence to a UC colleague noted that such a committee had been 
functioning at the lab "for many years." The Donner Lab committee was evidently merged with the 
campus-wide safe use committee in 1958.’ 12 

In a January 1951 letter to the director of Highland-Alameda Hospital regarding safeguards on 
human subject research at the Donner Lab, John Lawrence gave "assurance that all of our investigations 
are approved by the National Isotope Committee of the Atomic Energy Commission and also by the local 
Radiation Laboratory Isotope Committee. Every investigation that we carry out on humans with 
radioactive isotopes is first approved by our local committee and then submitted to the National 
Committee for their approval, so that you can rest assured that any studies that we carry out on patients 
have this double protection." 113 

An undated draft of a "waiver policy" drawn up by John Lawrence, evidently from the early 
1950s, relieved the Donner Laboratory, its physicians, and the university's Regents from liability should 
the patient become ill after receiving the "treatment previously discussed." In response to a 1952 query 
about consent policy at Berkeley, Lawrence wrote that no consent form was sought from paid 
volunteers. 114 This statement would appear to be consistent with the procedure followed in the 1949 and 
1951 San Quentin experiments, which used paid prisoner volunteers. Oral consent was also apparently 
the standard in the earlier radioiodine studies at the Langley-Porter Clinic. In that case, however, the 
subjects also included patients described by the clinic’s director as "severely schizophrenic," and hence 
presumably unable to make reasoned judgments concerning their own welfare. 115 

In addition to the Donner Lab and Berkeley campus-wide committees, a UC Regional Advisory 
Committee on Radiological Safety and a separate UCSF Committee on Clinical Use of Radioisotopes 
were also in existence by the early 1950s. While it is not known exactly when UCSF initiated a so-called 
human use committee concerning radioisotopes, records indicate that such a body was operating on the 
San Francisco campus in the early 1950s. Consent forms for the use of radioisotopes dating from 1952 
have been located in UCSF medical records." 6 

By the late 1950s, consent policy at Donner Laboratory had evolved to a form signed by the 
patient, attesting that he or she had been apprised of the treatment and its possible side effects as well as 
anticipated benefits. The consent policy followed by UCSF at this time is not known in detail, but a 1959 
letter from Robert Stone requested permission to discontinue use of consent forms for routine procedures 
involving the administration of radioactive isotopes, except where patients were under 21 years old. 117 

Whether consent was obtained in the case of CAL-Z and in subsequent zirconium and columbium 
injections is not known. Nor is it known what, if any, consent procedure was followed in the astatine 
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tracer study of the early 1950s. However, none of the surviving records in these cases include any 
evidence that written consent was obtained for the injection of an experimental radioelement. 

In the 1960s, consent policy at the university followed guidelines established by the Public Health 
Service, and later by the Department of Health, Education, and Welfare. In February 1967, the Radiation 
Laboratory's Committee for Safeguards in Research in Human Subjects issued a statement of policy 
regarding research procedures involving human subjects. Henceforth, any studies done at Berkeley 
required presentation of a UC protocol, and those researchers receiving National Institutes of Health 
grants were to file a separate protocol with both the Rad Lab and NIH. All such studies also required 
written consent from the patient." 8 

In 1970, the president of UC extended the previously-established Public Health Service policy to 
all studies involving human subjects. The university updated its policies and procedures regarding studies 
involving human subjects in 1972. "Subjects' 1 were defined as "any individual who may be at risk as a 
consequence of participation in research, development, demonstration or any other activities." Groups or 
individuals "with limited civil freedom," including prisoners, residents of institutions for the mentally 
retarded or mentally ill, and individuals subject to military discipline, were all identified as being "of 
particular concern." 

CONCLUSIONS 

The enlistment of the University of California in the war effort—and, in particular, the 
mobilization of the "Rad Lab"—is surely one of the most remarkable stories in the history of twentieth- 
century American science and technology. The fact that the university's president and the Regents' 
secretary-treasurer routinely committed the university to multimillion dollar contracts on the strength of 
verbal assurances from the Manhattan Project's director, General Groves, without knowing either the 
purposes or even the end product of this research, certainly represents a degree of trust between a public 
institution and the government that is foreign to the current day. 

Both UC and the federal government clearly benefited from this collaboration: the university in 
the vastly increased support, financial and material, that it received for its programs and researchers; the 
government in the vast new wellspring of talent upon which it was now able to draw. However, this 
university-government alliance, despite its obvious advantages to both parties in the wartime emergency, 
and then during the Cold War, was not without costs. 

For the university, the price of its alliance with the government was the sacrifice of meaningful 
oversight. Even well after the war had ended, when UC continued to administer three laboratories doing 
military-related research—Los Alamos, Livermore, and Berkeley's Rad Lab—major decisions as to support 
for particular classified programs were, in effect, simply delegated to the directors of those labs. This 
procedure followed the pattern established early on with the secret biomedical research conducted for first 
the Army and then the AEC. 

Even when mechanisms for oversight were put into place, moreover, the ongoing feud between 
Berkeley's Division of Medical Physics and UCSF's Medical School suggest that they may have been pro 
forma at best and were in any case easily thwarted. On that point, it is important to realize that concerns 
about the university’s complicity in ethically dubious radiation experiments on human subjects is not a 
matter of retrospective moral judgment, but rather was at the center of the Berkeley-UCSF feud of the 
1940s and 1950s. 
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3 


Current Federal Policies 
Governing Human Subjects 
Research 


This chapter supplements chapter 14 of the committee's report on current federal policies 
governing human subjects research. Here we describe the administrative structures and procedures for 
ensuring compliance with federal rules for the protection of human research subjects currently 
employed by six departments and agencies: the Department of Health and Human Services (DHHS), 
the Department of Defense (DOD), the Department of Veterans Affairs (VA), the Department of 
Energy (DOE), the National Aeronautics and Space Administration (NASA), and the Central 
Intelligence Agency (CIA). In addition, this chapter provides summary information on ten additional 
federal departments and agencies that sponsor and/or conduct research involving human subjects (see 
table 1 at the end of this chapter). We asked each of the six agencies to provide information on the 
following: 


• the scope of its human subjects research programs; 

• the organizational structure of its human subjects protection efforts and the resources 
devoted to such activities; 

• the policy issuances and guidances pursuant to the Common Rule 1 that the agency has 
provided to subsidiary agencies and research institutions; 

• monitoring and enforcement activities; 

• sanctions available for noncompliance with human subjects protections; 

• the existence of and rules governing classified research involving human subjects; and 

• the use or potential use of waivers of any of the requirements of the Common Rule or the 
agency's own human subjects regulations. 

The information presented below is based largely on this survey. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

DHHS is the federal department with the largest presence in biomedical and behavioral 
research involving human subjects, approximately $2.8 billion annually. 2 The following agencies of the 
Public Health Service (PHS, a component of DHHS) conduct most of the DHHS-sponsored biomedical 
and behavioral research: the National Institutes of Health (NIH, consisting of twenty-four separate 
institutes and centers), the Centers for Disease Control and Prevention, the Health Resources and 
Services Administration, the Indian Health Service, the Substance Abuse and Mental Health Services 
Administration, and the Food and Drug Administration. DHHS-supported behavioral research is 
conducted by other agencies as well, including the Office of the Secretary, the Health Care Financing 
Administration, and the Administration for Children and Families. 

In addition to supporting a limited number of intramural and extramural research activities that 
involve human subjects, FDA also regulates all research, whether sponsored by public of by private 
entities, that is used in support of new drug, biologies, and device applications. 3 Because the statutory 
basis for FDA regulation of research on drugs and devices is separate and distinct from that for DHHS- 
supported and conducted research, FDA rules and oversight practices differ in certain respects and are 
discussed in a separate section below. 4 

DHHS Authority for the Protection of Human Subjects 

Amendments to the Public Health Service Act in 1974 (Public Law 93-348), 1985 (P.L. 99- 
158), and 1993 (P.L. 103-43) provide the current statutory basis for the human subjects protections 
afforded by DHHS research programs. The 1985 Health Research Extension Act directs the secretary 
to require that each institution applying for a grant, contract, or cooperative agreement for research 
involving human subjects provide assurances that it has established an institutional review board (IRB) 
to review such research, in order to protect the rights and welfare of the subjects of the research. It 
further directs the secretary to establish a program to respond to requests for guidance regarding ethical 
issues raised in the course of research and to establish a process for responding to information provided 
to the director of NIH regarding violations of the rights of human subjects of research funded under the 
Act. The 1993 NIH Revitalization Act strengthened these requirements by making IRB review, and 
approval by a majority of IRB members, a prerequisite to any DHHS funding of the research. 

Additional Provisions of the DHHS Regulation 

In addition to the Common Rule, which is reflected in subpart A of 45 CFR Part 46, Protection 
of Human Subjects, the DHHS regulation includes subpart B, for research involving pregnant women, 
fetuses, and in vitro fertilization; subpart C, governing research involving prisoners; and subpart D, 
governing research involving children. 

Subpart B authorizes the secretary of DHHS to establish one or more Ethics Advisory Boards 
(EABs) to advise on ethical issues raised by individual research proposals that involve pregnant 
women, fetuses, and in vitro fertilization. 5 Such a board may also establish certain classes of research 
that require EAB review and approval prior to departmental funding. 6 Subpart B limits research 
activities involving pregnant women, fetuses, and in vitro fertilization to those that (1) are conducted 
only after appropriate studies with animals and nonpregnant women; (2) involve only minimal risk to 
the fetus, unless the activity is for the benefit of the particular pregnant woman or fetus; (3) preclude the 
involvement of the researchers in any decisions about terminating a pregnancy or determining the 
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viability of the fetus; and (4) prohibit any research intervention involving greater than minimal risk to 
the pregnant woman or fetus as part of any procedure for terminating the pregnancy. 7 Informed consent 
must be given by legally competent parents, except that the consent of the father is not required under 
certain circumstances. 8 

Research activities directed towards fetuses ex utero are limited to those that (1) pose no added 
risk to the fetus and are for the purpose of developing important biomedical knowledge not obtainable 
by other means, (2) enhance the possibility of survival of the particular fetus, and (3) neither artificially 
maintain the vital functions of the fetus nor terminate its heartbeat or respiration. The informed consent 

of parents is likewise required for research involving fetuses ex utero? 

Subpart B directs IRBs to determine that all aspects of the research activity meet these 
requirements and to give particular attention to the procedures for the selection of subjects and the 
monitoring of the informed consent process. 10 It also gives the secretary authority to modify or waive 
its specific requirements, with the approval of the EAB, after concluding that "the risks to the subject 
are so outweighed by the sum of the benefit to the subject and the importance of the knowledge to be 
gained as to warrant such modification or waiver." 11 

Subpart C provides additional protections for prisoners involved as subjects in behavioral and 
biomedical research, because of the concern that incarceration may affect the ability of prisoners to 
make a truly voluntary decision about participating in such research. In addition to the requirements of 
the Common Rule, IRBs must ascertain that participation offers no excessive advantages that would 
distort a prisoner's decision to participate, that the risks are commensurate with risks that would be 
accepted by a nonprisoner population, that selection procedures among prisoners are fair, that control 
subjects are randomly selected, and that follow-up care or examination will be provided. 12 

Research involving prisoners is required to pertain only to those topics that are particularly 
relevant to the lives of prisoners, such as studies of the causes, effects, and processes of incarceration 
and criminal behavior; research on conditions particularly affecting prisoners as a class, such as 
alcoholism and drug addiction or hepatitis vaccine trials; or research that is intended and likely to 
improve the health and well-being of the subject. 13 A majority of the members of any IRB (exclusive of 
prisoner members) that reviews research proposals involving prisoners must have no association with 
the prison(s) involved, apart from their membership on the IRB. At least one member must be a 
prisoner or a prisoner representative. 14 

Subpart D provides additional protections for children involved as subjects of research. It 
requires that IRBs approve research involving children only if the research meets the following 
additional conditions: (1) the research involves no more than minimal risk and researchers obtain the 
child's assent, meaning the child's affirmative agreement, 15 in addition to the parents' permission; (2) the 
research involves greater than minimal risk but presents the prospect of direct benefit to the subjects; or 
(3) the research is not of direct benefit and involves greater than minimal risk to the subject but is likely 
to yield generalizable knowledge about the subject's disorder or condition. 16 If the IRB finds that 
proposed research does not meet these three conditions, DHHS may still conduct or fund the research if 
the secretary, after consulting with experts and after public review and comment, determines that the 
research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a 
serious problem affecting children, that the research will be conducted in accordance with' sound ethical 
principles, and that adequate provisions are made for soliciting the assent of children and the permission 
of their parents. 17 
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Responsibility for Human Subjects Protections Within DHHS 

DHHS oversight of human subjects protections for the research that it conducts or supports is 
the responsibility of the Office for Protection from Research Risks (OPRR), located within NIH. 

OPRR develops and interprets DHHS policies on human subject protections, provides guidelines for 
research institutions and IRBs, cosponsors workshops with FDA to educate IRB members and staff 
(four or five per year, involving 100 to 200 persons each), and negotiates and approves "assurances of 
compliance" (discussed below) with research institutions. 18 It also investigates claims of 
noncompliance with these rules. In addition, the director of OPRR chairs the Interagency Human 
Subjects Research Subcommittee of the Health, Safety, and Food Research and Development 
Committee of the National Science and Technology Council, which is responsible for ensuring the 

uniform interpretation of federal policy for human subjects research. 19 

OPRR currently has 14 staff members and an annual budget of approximately $1 million 
devoted specifically to human subjects protection. An additional 76 full-time-equivalent staff (FTEs) 
in other parts of PHS contribute to human subject protection policy and oversight activities. 20 

Policies and Practices in the Oversight of Human Subjects Research 

The written assurances of compliance that OPRR negotiates with institutions such as 
universities, hospitals, and independent research facilities, as well as research components within 
DHHS, are the basic mechanisms for the enforcement of human subjects protections. An assurance of 
compliance commits an institution and its personnel to full adherence with the DHHS human subjects 
protection regulations. The nation's largest research institutions have negotiated multiple project 
assurances (MPAs) with OPRR. MPAs can cover a comprehensive array of research activities 
involving human subjects and are generally in effect for a five-year period. 21 

As part of its assurance of compliance, a research institution is required to state the principles 
governing its activities for protecting the rights and welfare of human subjects, to make a commitment 
to adhering to the provisions of DHHS human subjects regulations for all federally funded research, and 
to describe its practices for protecting human subjects, including the policies and procedures of its 
IRB. 22 Ninety-three percent of all research institutions that have negotiated MPAs with OPRR have 
voluntarily agreed to extend the specific protections of the DHHS regulation to research tlqat is not 
federally supported. 23 Approximately 420 institutions currently have 453 MPAs with OPRR. In 
addition, there are about 3,000 single project assurances (SPAs) governing the conduct of human 
subjects research in smaller, newer, or primarily clinical settings; 1,173 cooperative project assurances; 
and 1,436 noninstitutional investigator agreements. These investigator agreements, negotiated by 
OPRR with individual clinicians involved in cooperative studies and large clinical trials, are additional 
to a project assurance for the overall study. Four full-time OPRR professionals are responsible for 
soliciting and managing the more than 6,000 assurances of all kinds that are currently in effect. 24 

Every application to DHHS for a grant, contract, or cooperative agreement is reviewed by the 
funding entity to ascertain whether human subjects are involved in the proposed research, to determine 
whether the applicant has received IRB approval for the proposed research, and to make an independent 
assessment of human subjects risks and protections. This evaluation is followed by additional review 
through peer review for technical and scientific merit. Concerns with the adequacy of human subjects 
protections or potential risks, or a need to review further documentation, (such as the informed consent 
form itself), is noted in the summary statement on scientific merit and will become part of the 
application file. The scientific review group notifies not only OPRR but also the national advisory 
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councils (through the summary statements) of its concerns regarding the involvement of human subjects 
in grant applications that it has reviewed. These concerns must be resolved by the investigator or 
institution proposing the research prior to any funding of the project. 25 If the institution proposing the 
research does not have an MPA of the necessary scope on file, OPRR negotiates a single project 
assurance before the research activity is funded. OPRR does not otherwise routinely review individual 
research protocols for compliance with human subject protections. 26 

Once institutional assurances of compliance have been approved, OPRR oversees the conduct 
of human subjects research primarily on an exceptions basis—that is, in cases where questions or 
complaints have been raised or when adverse outcomes are reported. OPRR does not routinely audit 
IRB records, nor does it interview research subjects to ascertain that appropriate procedures have been 
followed. It does, however, follow up on reports from institutions or investigators; complaints from 
research subjects, patients, or the public; and information forwarded by FDA or other agencies. Such 
information may be about adverse outcomes within the context of research, or about incidents of 
noncompliance with regulations or with the terms of the particular institutional assurance or approved 
research protocol. 27 

Certain kinds of research supported or conducted by DHHS are followed and reviewed more 
closely with regard to the experience of patient-participants. For example, Cooperative Oncology 
Group (COG) research supported by the National Cancer Institute (a component of NIH) is monitored 
with on-site audits that include an evaluation of human subjects protections. 28 Some NIH-supported 
multicenter clinical trials are monitored by independent data and safety monitoring boards (DSMBs) 
that assess emerging data to ensure subject safety and the relative efficacy of alternative treatments. 29 
The outcomes data reviewed by DSMBs might not be readily accessible to IRBs and participating 
clinicians, and DSMBs are not directly accountable to local IRBs or OPRR. However, the principal 
investigator is required to report to the IRB at regular intervals, and it is the principal investigator who 
receives information from the DSMB on, (among other things), concerns related to risks to patient- 
subjects. 

IRBs are required not only to review and approve all proposed research involving human 
subjects in advance of its funding by a federal agency, but also to conduct reviews during the course of 
the research at intervals appropriate to the degree of risk involved, but at least annually. 3 ” OPRR is 
placing increased emphasis in its guidance to IRBs on the importance of continuing reviews. 31 

OPRR estimates that about half of the reports of incidents or compliance issues that it receives 
are self-reports from the research institution, either by the investigator, the IRB, or other responsible 
official. During the period 1990-1994, OPRR initiated investigations of249 reports of potential 
noncompliance or problematic situations and had completed 152 of them as of December 31,1994. 
During the same period, OPRR reviewed an additional 462 reports, (including 191 institutional incident 
reports, over 200 FDA inspection reports, and 40 unsubstantiated allegations) for which it determined 
that no investigation was necessary. 32 Most compliance oversight investigations are conducted through 
correspondence with the institution and do not require an on-site review. 

Complainants generally receive information about the outcome of OPRR's investigation at the 
completion of an oversight investigation. Once an investigation is completed, the final report of 
findings by OPRR becomes publicly available under the Freedom of Information Act (FOIA), along 
with related documents. 33 In 1993, OPRR filled 32 FOIA requests related to human subjects protection 
compliance reviews; in 1994,54 such requests were filled. 34 Ordinarily there is no official 
announcement of a compliance review. 

At any time during an investigation, OPRR may suspend an institution's assurance concerning 
some or all research activities. If this occurs, the affected research projects cannot be supported by any 
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DHHS component until an appropriate assurance is again approved by OPRR. Other steps that OPRR 
might take consequently to a compliance investigation are: 

■ requiring revisions to the informed consent document or process; 

• requiring prior OPRR review of some or all research projects; 

• • requiring that investigators receive education in human subjects protection; 

• requiring special reporting to OPRR; 

• recommending to DHHS that an institution or investigator be temporarily suspended or 
permanently removed from participation in specific projects; and 

• recommending to DHHS that an institution or investigator be declared ineligible to 
participate in DHHS-supported research (debarment). 

Debarment or suspension of a participant in a federal program by one agency has government-wide 
effect. 35 

Waivers from Provisions of the DHHS Regulation 

The secretary of DHHS has authority to grant waivers from the requirements of the 
department's human subjects protections regulation, including the requirements for informed consent. 36 
The single secretarial waiver to date was from the requirement for local IRB review in the case of the 
investigational drug d4T, used in the treatment of AIDS patients. 37 FDA's "parallel track" policy 
permits expanded availability of investigational new drugs for AIDS/HIV patients who are not able to 
take standard therapy, or for whom standard therapy is no longer effective, and who are unable to 
participate in ongoing controlled clinical trials. Under this policy, patients may be given promising 
investigational drugs, concurrent with the conduct of controlled trials. Because it would be difficult for 
local IRBs to oversee and approve the participation of clinical groups, and for individual practitioners 
not ordinarily involved in research to obtain local review, FDA is using an NIH IRB in lieu of local 
IRB review. 38 

FOOD AND DRUG ADMINISTRATION 

As a subagency of DHHS, FDA is subject to the DHHS regulation for human subjects research 
that it conducts or financially supports. However, for human subjects research involving products 
regulated by FDA, separate rules under the statutory authority of the Food, Drug, and Cosmetic Act 
apply. When research involving products regulated by the FDA is funded by DHHS, both DHHS and 
FDA regulations apply. 39 

FDA Authority for the Protection of Human Subjects 

The Food, Drug, and Cosmetic Act directs FDA to ensure the protection of the rights and 
welfare of human subjects who participate in clinical investigations of new drugs, biologies, and 
devices, food and color additives, and electronic products, and in clinical investigations that support 
applications for research or marketing permits for products regulated by FDA. 40 The regulations 
governing the conduct of human subjects research that FDA regulates are codified at 21 CFR Part 50 
(Protection of Human Subjects) and 21 CFR Part 56 (Institutional Review Boards). These regulations 
are the same as the DHHS regulations in most respects but include several significantly different 
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substantive provisions. Specifically, FDA uses different criteria for an exception to informed consent, 
and FDA provides for a waiver of IRB review only in emergency situations. 41 Furthermore, FDA does 
not use institutional assurances of compliance, relying instead on its bioresearch monitoring program. 42 

Responsibility for Human Subjects Protections in Research Involving Products Regulated by 
FDA 


FDA's Bioresearch Monitoring Program involves on-site inspections of nonclinical laboratories, 
IRBs, study sponsors (e.g., pharmaceutical companies), and clinical investigators to assure the 
protection of human subjects and the integrity of data reported to FDA. Each operational component of 
FDA (drugs, biologies, devices) has such a monitoring unit. 43 

Policies and Practices in the Oversight of Human Subjects Research 

FDA reasoned (in the Federal Register announcement of the Common Rule) that establishing 
an assurance system geared to those IRBs that are exclusively subject to FDA regulation would result in 
"increased administrative burdens" that would not be justified by the benefits; FDA would therefore 
continue to rely on its Bioresearch Monitoring Program, along with educational activities,, to achieve 
IRB compliance. 44 Under its monitoring program, FDA inspects IRBs routinely every five years and, in 
addition to its own sanctions, reports any findings of noncompliance to OPRR for independent action if 
the IRB in question holds an OPRR-approved assurance. 45 

An FDA inspection involves a site visit and a standardized review of the documentation 
maintained by the IRB. FDA sends regulatory letters to IRBs after site visits, reporting its findings and 
specifying corrective actions that must be taken. IRBs with substantial compliance violations are 
usually reinspected within a year's time. FDA inspects over 600 clinical investigators, 270 IRBs, 60 
sponsors, and 120 nonclinical laboratories each year. 46 

FDA requires IRBs to conduct continuing (no less than annual) review of ongoing research. 
Continuing reviews must gather information on the number of subjects initiated into research, describe 
research subjects' experiences in terms of benefits, identify adverse effects and withdrawals from the 
project, report on research results, and provide an updated risk-benefit assessment. When 
unanticipated risks or information bearing on the risk-benefit assessment of the research are discovered, 
they must be reported to the IRB promptly. 47 

FDA regulations allow research sponsors and investigators to request a waiver of the 
requirement for IRB review of research, but not of the requirements for informed consent of subjects. 48 
This provision is intended for use "only where it would be in the best interest of the subjects and where 
alternative mechanisms for assuring the protection of the subjects are adequate" 49 -for example, in the 
case of treatment investigational new drugs for persons with serious or life-threatening diseases. 

FDA has distinctive sanctions against noncompliant IRBs and research institutions. If IRBs 
and institutions refuse FDA access to IRB records for inspection, FDA may disqualify the evidence 
provided from a study in support of an application for an FDA research or marketing permit for a new 
drug or device. 56 If during an inspection an IRB is found to be in noncompliance, FDA may: 

• reinspect the institution to confirm that corrective measures have been taken; 

• withhold approval of any new studies conducted by the institution or reviewed by the 
IRB; 

• direct that no new subjects be added to ongoing studies; 
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• terminate ongoing studies; 

• notify other state or federal regulatory agencies or parties with a direct interest in FDA's 

action; and 

• disqualify the IRB or parent institution, which may entail a refusal to consider data from 
a clinical investigation offered in support of a marketing permit. 51 

FDA Exception from the Requirement for Informed Consent 

Some medical speciality groups have advocated an exception from informed consent in the case 
of emergency research (i.e., medical interventions under a research protocol) so that advances can be 
made in such treatments for patients unable to give consent, such as those unconscious with head 
trauma, spinal cord injury, or stroke. 52 However, the necessary randomization of treatment alternatives 
under such emergency conditions is problematic under both the FDA regulation and the Common Rule. 

FDA rules allow for administration of a test article, (that is, an investigational drug, biologic, or 
device), if (1) the subject is confronted by a life-threatening situation necessitating the use of the test 
article, (2) informed consent cannot be obtained from the subject, (3) time is not sufficient to obtain 
consent from the subject's legal representative, and (4) no alternative method of approved or generally 
recognized therapy exists that provides an equal or greater likelihood of saving the subject's life. The 
use of this test article under these circumstances must be reported to the IRB within five days. 53 This 
provision, however, did not anticipate a research situation in which subjects (patients) would be 
randomly assigned to different treatments and in which the experimental treatment would be used 
repeatedly without informed consent, as would be the case for research on investigational interventions 
used in the care of unconscious patients or for patients whose ability to give consent is otherwise 
compromised. At the time of this writing, the FDA had proposed new regulations for conducting 
research in emergency settings. It is expected that the new regulations will be promulgated by the end 
of 1995. 

In contrast, the Common Rule for federally funded research directs that, if a test article is used 
for emergency treatment without informed consent, data gathered or information resulting from that 
case cannot be used in any study or scientific report about the test article. 54 The Common Rule permits 
the IRB to waive the requirement for informed consent if, among other things, the research involves no 
more than minimal risk to the subjects. Because the purpose of this emergency research is to determine 
the risks and benefits of the intervention—that is, its safety and effectiveness--it is difficult to judge 
whether the risk of the research is minimal or greater than minimal. Furthermore, if the risk is judged 
to be greater than minimal, but is offset by even greater potential benefits to the subject, there is no 
provision in the Common Rule that would permit an IRB to waive informed consent. 

DEPARTMENT OF DEFENSE 

DOD conducts biomedical and behavioral research involving human subjects within each of its 
services (Army, Navy, and Air Force). Several additional DOD agencies, such as the Uniformed Services 
University of the Health Sciences (USUHS), fund biomedical research through the services. In addition 
to mission-specific research, DOD engages in research projects mandated by Congress, such as its 
women's health and breast cancer research programs. Some clinical research within DOD facilities is 
sponsored by other federal agencies or by private entities. 55 DOD sponsors human subjects research 
through two separate programmatic and funding authorities, its clinical research program and its research 
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and development (R&D) program. The clinical research program largely takes place within DOD 
medical facilities and is focused on traditional biomedical research topics. DOD's R&D program 
addresses a broader range of biomedical and behavioral research questions ofparticular or unique 
relevance for the military mission, for example, studies of human safety factors in the development of 
new weapons systems. 

DOD Authority for the Protection of Human Subjects 

A statutory basis for informed consent was provided by the Defense Department Authorization 
Act of 1985, which directs that: 

Funds appropriated to the Department of Defense may not be used for 
research involving a human being as an experimental subject unless— 

(1) the informed consent of the subject is obtained in advance; or 

(2) in the case of research intended to be beneficial to the subject, the 
informed consent of the subject or a legal representative of the subject is 
obtained in advance. 56 

DOD has codified the Common Rule at 32 CFR Part 219. In addition, DOD directives require 
conformance with subparts B, C, and D of the DHHS regulation, which address research involving 
pregnant women, fetuses, and in vitro fertilization; prisoners; and children, respectively. 57 

Responsibility for Human Subjects Protections Within DOD 

Responsibility for oversight of human subjects protections resides with the director of the Office 
of Defense Research and Engineering. Operational oversight is delegated to the individual services or 
DOD agencies. Both research and development (R&D) projects and clinical investigation efforts come 
under the purview of the services' surgeons general. 58 In all, DOD devotes an estimated 80 full-time 
equivalents to assurance and compliance activities for protecting human subjects. This includes staff 
resources devoted to review and documentation of human subjects protection activities (excluding those 
of IRBs themselves) at all levels of the department. 59 

The primary responsibility for oversight of intramural clinical research rests with each hospital 
commander whose facility sponsors a clinical investigation program. This oversight is exercised 
primarily through the chief of the department of clinical investigation at each major teaching facility, 
primarily hospitals. Medical monitors are appointed for each study that involves more than minimal risk, 
to ensure the ongoing protection of human subjects involved in each project. The Human Use Committee 

(the facility's IRB) conducts annual reviews of each protocol involving human subjects according to the 
provisions of the Common Rule. 

Within DOD's biomedical R&D programs, the commanding officers of the medical research 
laboratories and institutes are ultimately responsible for local institutional oversight. The principal 
committees within each research institution for review of protocols for scientific merit and the adequacy 
of protections for human subjects are the scientific review and the human use committees, this latter 
committee being the IRB. Human use committees conduct annual reviews of each protocol, in 
accordance with the provisions of the Common Rule. 60 A locally assigned physician serves as a medical 
monitor for each protocol determined to be of greater than minimal risk, as determined by the human use 
committee. 61 
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More than 50 freestanding DOD facilities may conduct or contract for research involving human 
subjects. Within the Army, the Medical Research, Development, Acquisition, and Logistics Command at 
Fort Detrick, Maryland, oversees protocol reviews with regard to human subjects protections for all 
intramural and contract biomedical research. Within the Navy, both the Naval Medical Research and 
Development Command at the National Naval Medical Center, Bethesda, and the Office of Naval 
Research support human subjects research activities. Each of these operations is responsible for oversight 
of human subjects protections for research that they conduct or sponsor under contract. The Air Force 
facility most heavily involved with human subjects research is Armstrong Laboratory at Brooks Air Force 
Base, Texas. Human subjects protection coordination for Air Force R&D facilities is provided by the 
Headquarters Air Force Medical Operations Agency, Office of the Surgeon General. Within USUHS, its 
Research Administration coordinates the review and oversight of research protocols by the university's 
IRB. 62 DOD also maintains seven medical research laboratories overseas. The primary focus of the 
human subjects research conducted by these facilities is epidemiological surveillance of infectious 
diseases, field trials of vaccines and therapeutic drugs, and field validation of rapid diagnostic 
technologies. 63 

All human subjects research conducted by or sponsored extramurally by DOD must be conducted 
by an institution with a current project assurance, either an MPA issued by OPRR or an assurance issued 
by a military service or agency. For in-house research, the Director of the Office of Defense Research 
and Engineering has delegated responsibility for management and oversight of the issuance of project 
assurances to the director of the office of environmental and life sciences. This office provides policy 
guidance and maintains information regarding the project assurances issued by the agencies and services 
that conduct or support biomedical and behavioral research projects. 64 

Policies and Practices in the Oversight of Human Subjects Research 

DOD reports that service headquarters provide continuous monitoring and audit reviews of the 
programs under their jurisdiction for compliance with human subject protections. The Office of the 
Surgeons General for each of the services determines whether additional administrative review of 
proposals involving more than minimal risk is warranted. They may provide such second-level review in 
a variety of ways, including using joint-service committees. 

The services conduct announced and unannounced site visits to their own facilities to evaluate 
program management and to determine compliance with regulations. Between 1992 and 1995, the 
services have conducted approximately 180 site visits to facilities conducting research involving human 
subjects. 65 Headquarters offices ensure that adequate records of ail research protocols are maintained at 
the research facility, that approved informed consent forms have been used and maintained, that progress 
reports have been filed, and that minutes of IRB meetings are maintained. Annual audit reviews of 
research protocols involving human subjects are conducted by the sponsoring agency or service. All 
reviews, audits, and site visits are documented. Permanent records of such audits or reviews are 
maintained by the office conducting or directing the audit. 66 

A 1987 memorandum of understanding states that DOD will comply with FDA regulations on the 
clinical testing and use of investigational drugs, acknowledges the need for expeditious FDA review of 
products that are needed to accomplish DOD's mission, and makes special provisions for security in 
FDA’s review of clinical testing within DOD that is classified for reasons of national security. 67 
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DEPARTMENT OF VETERANS AFFAIRS 

VA operates 171 inpatient medical centers, including short-term hospitals, psychiatric and 
rehabilitation facilities, and nursing homes. It also operates a number of freestanding outpatient clinics.™ 
VA's biomedical research and development program focuses on the health care needs of veterans. This 
research is almost exclusively intramural, although in limited instances (e.g., at congressional direction, or 
when an investigator needs specialized services) biomedical research is performed under contract. 69 

VA's research appropriation supports approximately 2,000 investigators who conduct about 
12,000 discrete projects in VA facilities annually. A quarter of these projects are VA-funded, another 
quarter to a third are extramurally funded, and the remainder are conducted by VA personnel without 
specific research funding. VA spends approximately $ 114 million annually in appropriated monies on 
human subjects research; an additional $110 million of VA clinicians' time is devoted to research 
activities. Other federal agencies provide roughly $170 million annually for research in VA facilities, 
most of it clinical research, and an additional $ 100 million worth of research is conducted in VA facilities 
by private nonprofit and proprietary entities, such as the American Heart Association and pharmaceutical 
firms. 70 

VA Authority for the Protection of Human Subjects 

The Common Rule is codified for VA at 38 CFR Part 16. In addition, 38 USC 7331 and 7334 
require that all medical and prosthetic research conducted by VA occur only with the informed consent of 
subjects and that regulations governing human experimentation be coordinated with those of DHHS. 71 

Responsibility for Human Subjects Protection Within VA 

Within the Veterans Health Administration (VHA), the Office of the Assistant Chief Medical 
Director for Research and Development is responsible for the overall planning, coordination, and 
direction of R&D activities. VHA’s research program encompasses three areas: medical research, health 
services research and development, and rehabilitation research and development. Each research 
component is responsible for VA Central Office (VACO) review of research proposals for both scientific 
merit and the adequacy of human subjects protections. For the most part, oversight of human subjects 
protection takes place at the local medical facilities . 72 

The VA National Bioethics Committee is a 20-member advisory panel that meets twice yearly to 
advise the VA chief medical director and his staff on ethical issues in clinical care, resource allocation, 
and biomedical research within VA facilities. In 1991, VA established a National Center for Clinical 
Ethics under contract with the clinical ethics group at the VA Medical Center in White River Junction, 
Vermont, to serve as staff to the National Bioethics Committee and to enhance the quality of clinical 
ethics programs at VA medical centers. This center has, to date, worked mainly in areas other than 
human experimentation, instead focusing on clinical practice and resource allocation issues. 73 The center 
will likely become involved in issues entailed by human subjects research in VA facilities in the future. 

Policies and Practices in the Oversight of Human Subjects Research 

All research associated with VA facilities or VA clinicians, whether or not it receives research 
funding, is subjected to the same local review, approval, and documentation requirements. All human 
subjects research conducted in VA facilities or with VA monies is performed subject to the provisions of 
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the Common Rule. For the most part, individual medical facility staff members generate research 
proposals and submit them to institutionally based research and development committees. In some cases, 
however, research priorities are set by legislation, as in the case of HIV/AIDS research, alcoholism and 
drug dependency, spinal cord injury, and post-traumatic stress disorders. Individual VA medical 
institutions have R&D committees that review investigator-initiated research proposals. These 
committees have human studies subcommittees, which serve as the institutions' IRBs, as well as safety 
subcommittees, which address the use of hazardous materials and radiation safety, among other issues. 74 
There are approximately 110 human use subcommittees in medical facilities throughout the VA system. 75 

Most VA hospitals are affiliated with a teaching hospital or university medical center, and the 
IRB of the affiliated medical center may also review human subjects research conducted in VA facilities, 
if the VA facility does not have a human use subcommittee or if the research is a collaboration between 
the two institutions. Forty VA facilities use a university IRB to review human subjects research, and 
three others share an IRB with an affiliated medical center. 76 If VA uses the IRB of an affiliated teaching 
institution, then at least one VA employee with scientific expertise must sit on that board in order to 
represent VA interests. Similarly, there are limits on the number of members of VA IRBs who may be 
from affiliated teaching institutions. 77 

Any research protocol involving human subjects must be reviewed and approved by the human 
studies subcommittee before final review and approval by the full R&D committee. After this institutional 
level review, those approved proposals that are requesting VA appropriated funds are submitted to the 
VACO R&D office for further review. Here a final merit review is conducted by one of 18 categorical 
merit review Boards, composed of 10 to 15 predominantly of nonfederal scientists. Research for which 
VA funding is sought may also be reviewed "off-station" by experts at other VA institutions before being 
submitted to VACO for merit review. Those research projects conducted by VA investigators and 
clinicians without the support of appropriated research funds, however, do not undergo centralized review 
for scientific merit. Approval for the conduct of these projects rests with the local institution's R&D 
committee . 78 

Once a research project has begun, the local R&D committee forwards annual reports to VACO, 
which maintains a comprehensive database on all research conducted in VA facilities, irrespective of the 
source of funding. In addition, the minutes of all meetings of institutional R&D committees are 
submitted to VACO and reviewed by staff. If there are questions or concerns about the involvement of 
human subjects in proposed or ongoing research that expert reviewers raise, the institutional committee is 
queried further. 79 

VACO does not routinely audit IRBs, but does inspect their records and procedures if there is 
reason for concern. 80 Inspections are prompted, for example, when expert reviewers have questions about 
the safety or adequacy of human subjects protections after the local IRB has approved the research, or 
when adverse drug reactions occur, or when patients require care for adverse outcomes in the course of a 
study. In the case of large cooperative studies that include several hospitals (sometimes including 
institutions outside the VA system), VACO conducts site visits at participating VA facilities during which 
consent forms are reviewed and a sample of subjects is interviewed to verify that consent procedures have 
been followed. Data from randomized trials are closely monitored so that any statistical differences that 
emerge in treatment outcomes can be quickly detected. 81 

DEPARTMENT OF ENERGY 

DOE conducts and supports research involving human subjects that ranges from diagnostic and 
therapeutic applications in nuclear medicine to epidemiological and occupational health studies, both 
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within the department's own research facilities and elsewhere under grant and contract. DOE laboratories 
also receive funding from other federal agencies such as NIH and from private sponsors. In fiscal year 
1994, DOE supported 106 projects involving human subjects, 70 at DOE laboratories and 36 at other 
institutions. An additional 69 projects at DOE laboratories were funded by other agencies. DOE funding 
of human subjects research amounted to $46 million in this period, with an additional $10 million in 
support of projects at DOE laboratories coming from other agencies. One project alone, the Radiation 
Effects Research Foundation in Japan, received $20.4 million in DOE funding in fiscal year 1994. 82 

DOE Authority for the Protection of Human Subjects 

DOE has codified the Common Rule at 10 CFR Part 745. There is no DOE statutory provision 
for human subjects protection. 

Responsibility for Human Subjects Protections Within DOE 

The Office of Health and Environmental Research (OHER) within the Office of Energy Research 
is responsible for formulating human subjects research policies and for ensuring department-wide 
compliance with the Common Rule, regardless of the DOE agency or office that conducts or sponsors the 
research. 83 DOE sponsorship and funding of research involving human subjects is dispersed in many 
offices, divisions, and laboratories throughout the department. 84 

Policies and Practices in the Oversight of Human Subjects Research 

AH human subjects research that is financially supported by DOE is first reviewed for scientific 
merit by specialized external peer review committees. Proposals for research involving human subjects 
then undergo in-house evaluation of merit and priority for finding. All DOE-funded research involving 
human subjects, whether intra- or extramural, must first be reviewed and approved by an IRB with a 
DOE- or OPRR-issued assurance prior to receipt of funding. Work sponsored by other public or private 
agencies is reviewed for scientific merit by the funding organization and for the adequacy of human 
subjects protections by the IRB of the DOE facility in which it will be performed. 85 

The national laboratories operated by DOE account for about 90 percent of DOE's intramural 
human subjects research. Each laboratory has an IRB to review all research proposals involving human 
subjects. Two laboratories, Pacific Northwest and Los Alamos, have MPAs with DOE; most of the others 
have MPAs with OPRR. A few conduct only a small number of studies involving human subjects each 
year and must apply for a single project assurance from DOE. 86 DOE plans to renegotiate the MPAs that 
it awards to its own laboratories eveiy three to five years. 87 

In February 1994, DOE charged its externally constituted Health and Environmental Research 
Advisory Committee (HERAC) with the task of reviewing departmental practices with respect to research 
involving human subjects under the Common Rule. This evaluation, conducted by a HERAC 
subcommittee composed of physicians, ethicists, and research scientists, addressed policies and 
performance both at the research institution and departmental levels. The report of the subcommittee, 
Protection of Human Research Subjects, was transmitted to DOE on May 27,1994. 88 

In the course of their evaluation, the HERAC subcommittee conducted site visits to eight DOE 
laboratories and research facilities. 89 This set of site visits constituted the first routine on-site audits of 
these institutions’ IRBs and human subjects protection activities. DOE has preliminary plans to conduct 
similar reviews of IRB activities at all DOE research installations over a three-year period and to continue 
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such compliance reviews by "process improvement teams" (consisting of the person responsible for 
human subjects protections at DOE, a physician or research scientist, an ethicist, and a member of the 
field office or procurements staff) at all facilities on a three-year cycle thereafter . 90 At the present time, 
DOE investigates IRB activities only in response to reports of noncompliance or adverse outcomes. 9 ' 

The HERAC subcommittee reported the following findings and made related recommendations 
for IRB and departmental reforms: 

• A written delegation of authority from the director of the research lab or facility to the 
IRB, sufficient to allow the IRB to perform its duties, was frequently missing. The 
subcommittee recommended that IRBs have formal, documented delegation so that they 
can readily investigate problems and suspend or terminate approval of a protocol if such 
an action is contended. 

• IRB membership requirements sometimes were not met. The subcommittee recommended 
that IRBs review their membership for adequate representativeness. 

• Continuing (annual) review of ongoing research often received inappropriate emphasis, 
sometimes too involved and other times too superficial. The subcommittee recommended 
that IRBs should ensure full and substantive review of protocol renewals and document 
these reviews carefully. 

• Consent forms often contained little or no substantive information about the nature of the 
research and the risks involved. The subcommittee recommended that all information 
conveyed in the consent process be in writing and in language understandable by subjects. 

• Minutes of IRB meetings were often superficial and failed to note the items of information 
required by the Common Rule. Evidence of communications between IRBs and 
investigators about proposals under consideration was often absent. The subcommittee 
recommended that IRBs follow regulatory requirements on these various kinds of 
documentation scrupulously. 

• The subcommittee recommended that DOE conduct regular audits of IRB performance in 
DOE facilities, including random sampling of patient records and signed consent forms, 
analogous to audits performed by FDA. It further recommended that the DOE research 
facilities be required to submit to DOE headquarters a copy of all FDA reports of IRB 
audits. 

i 

• The subcommittee recommended that research in DOE facilities that is supported by 
outside sources be reviewed by DOE for its compatibility with the department's mission. 
(This review would not take place as part of human subjects protection activities.) 

• Finally, the subcommittee recommended that, in the case of the Lawrence Berkeley 
Laboratory, the relationship between the laboratory’s small.review panel and the IRB of 
the University of California at Berkeley be revised. The laboratory's panel had been 
screening proposals before submitting them to that IRB. 92 

DOE has accepted all of the above recommendations. 93 

NATIONAL AERONAUTICS AND SPACE ADMINISTRATION 

NASA conducts ground-based and in-flight biomedical research involving human subjects related 
to space life. Management and oversight of human subject research within NASA lies with the Division 
of Life and Biomedical Sciences and Applications. Human subjects research conducted or supported by 
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NASA is divided roughly equally between intramural centers and extramural research institutions and 
universities,- The three NASA field centers that in recent years have conducted research involving human 
subjects are the Ames Research Center, the Johnson Space Center, and the Kennedy Space Center. 
Johnson Space Center, as the lead human research center because of its program of manned space flights, 
has by far the greatest involvement with human subjects research. Kennedy Space Center stopped 
conducting research involving human subjects several years ago, when NASA consolidated its various 
research functions. 94 

NASA Authority for the Protection of Human Subjects 

In 1986, NASA revised its 1972 policy governing the use of human subjects in research to 
conform with what was then the proposed model federal policy for the protection of research subjects 
(NASA Management Instruction [NMI] 7100.8A). The NMI applies to NASA headquarters and field 
installations and all extramural research in which NASA is involved to any degree. 95 The Common Rule 
is codified by NASA at 14 CFR Part 1230. The NMI is now under revision to bring it up to date with the 
1991 regulation, and NASA expects to publish it by fall 1995. 96 NASA has convened an external 
Bioethics Task Force to review and provide recommendations on the content of the draft NMI, and to 
strengthen NASA's human subjects protections practices overall. 97 

Responsibility for Human Subjects Protections Within NASA 

All human research conducted aboard NASA spacecraft, including pre-, in-, and post-flight 
studies, must be reviewed by the Johnson Space Center IRB, known as the Human Research Policy and 
Procedures Committee (HRPPC). Each center's IRB reviews not only the research conducted at or by that 
center, but also extramural human research that involves NASA participation. 98 Most extramural 
proposals are submitted by large research institutions that have negotiated MPAs with OPRR. These 
assurances cover many human research activities and are in effect for five years. Once an extramural 
proposal has been approved by the institution’s IRB, it is sent to NASA headquarters for external peer 
review for scientific merit, administered by the American Institutes of Biological Sciences (AIBS), 
Information Dynamics, Inc. (IDI), NIH, or a similar disinterested peer group. Should the proposal deal 
with human space research, it must also be reviewed by the Johnson Space Center IRB. In essence, all 
human research proposals submitted to NASA must undergo external peer review for scientific merit; 
internal review by the IRB of the proposing institution; and, if destined for flight or NASA participation, 
IRB review of the relevant NASA field center. 99 

Policies and Practices in the Oversight of Human Subjects Research 

Biomedical studies conducted in space undergo this rigorous review process because of special 
risks and the subjects' involvement in a mission, with an obvious tension existing between voluntary 
participation in human subjects research and job performance in manned space flight. The Johnson Space 
Center HRPPC reviews two types of protocols for a given space-based study. A "master protocol" 
consists of a detailed description of all aspects of the study; itis the first document submitted to the 
HRPPC for approval. The "training protocol" consists of a detailed description of the training activities to 
be conducted prior to a specific space flight, including objectives, a daily schedule of the training 
procedures, and equipment to be used. The HRPPC must approve both the master protocol and the 
training protocol at least six weeks before a training tour begins. In addition, Johnson Space Center's 
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HRPPC reviews all proposals for research involving human subjects to be conducted in space. 100 

NASA ethics policies of the late 1960's and early 1970s did not treat work-related evaluative 
procedures or tests as research, and thus did not deem human subjects protection rules to apply to such 
procedures. NASA's reasoning follows: 

Involving as a human subject a specially trained adult who knowingly 
follows a specialized calling or occupation generally recognized as 
hazardous, and for whom the test, experiment or evaluative procedure 
forms an integral part of his calling or occupational performance. For 
example, a test, experiment or evaluative procedure concerning air or space 
flight and involving a test pilot or astronaut ordinarily would fall within 
this exception. However, if a test pilot or astronaut is asked to serve as a 
human subject in an experiment requiring, for example, cardiac 
catheterization, the human research could not reasonably be considered as 
within the scope of his specialized calling or occupation. 101 

No such explicit exception for work-related procedures or interventions exists in the current NASA 
policy. "Minimal risk" does, however, have a contextual meaning in the definition of the currently 
effective NASA management instruction: 

"Minimal risk" means that the harm or discomfort anticipated in the 
proposed research is not greater, considering probability and magnitude, 
than that encountered in the daily lives of healthy individuals, including the 
recognized risks inherent in a chosen occupation, such as space flight and 
ground support. 102 

This definition is intended to recognize the inherently risky context within which astronauts participate in 
experiments. It is not intended to allow for increments in risk of the magnitude of the risk of space flight 
itself. 

This definition is also used in the revised NM1 now in draft form. 103 The draft NMI takes into 
account the special circumstances under which space flight personnel are engaged as research subjects by 
requiring detailed protocols well in advance of in-flight studies so that the carefully considered informed 
consent of the participants can be gained ahead of time. It also makes provision for flight personnel to 
decline to participate in a proposed study under some circumstances that will not prejudice management 
decisions about the subject's participation in the flight. Consistent with the requirement of the Common 
Rule, space flight personnel may withdraw from an experiment at any time. 104 

CENTRAL INTELLIGENCE AGENCY 

CIA supports or conducts a small number of research studies involving human subjects each 


CIA Authority for the Protection of Human Subjects 

Executive Order 12333, § 2.10, issued December 4, 1981, directs CIA to follow DHHS 
guidelines in the conduct or sponsorship of any research involving human subjects. CIA Headquarters 
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Regulation 7-la (6) (c) further specifies that the requirements for approval of human subjects research by 
CIA's Human Subject Research Panel (HSRP) are those codified at 45 CFR Part 46, the DHHS 
codification of the Common Rule plus subparts B, C, and D, which provide additional protections to 
special populations. 105 

Responsibility for Human Subjects Protections. Within CIA 

The director of central intelligence must personally approve all research involving human 
subjects. 107 HSRP is responsible for reviewing and certifying to the director that the research proposal is 
in conformance with the DHHS rules. For extramural research, HSRP acts as an oversight body for the 
local IRB. For intramural research, HSRP acts as the IRB for CIA. Currently, HSRP is composed of CIA 
employees only: the chair is a senior physician with the Office of Medical Services, and other members 
are representatives from the Directorates of Operations, Intelligence, and Science and Technology. A 
nonvoting representative of the Office of the General Counsel must attend all HSRP meetings to provide 
legal advice. According to the CIA regulation, HSRP may include outside experts and consultants. 108 

Policies and Practices in the Oversight of Human Subjects Research 

Proposals for research may originate with any operational unit but are usually coordinated by the 
Office of Research and Development. A submission to HSRP consists of a description of the research 
proposal, a statement of work, a letter of assurance from an IRB that the research proposed is in 
compliance with the institution’s policy and with federal and state laws (if the proposed research is 
extramural), and a copy of the consent form. HSRP meets to review the proposal and the consent form. 
The agency officer coordinating the research application attends the meeting, describes the proposal, and 
provides information on the purpose, mechanics, and risks and benefits of the study. This officer conveys 
HSRP questions, comments and recommendations to the researcher proposing to conduct the study. 

HSRP must unanimously agree that the informed consent process for a project is completely adequate in 
order to approve the project. 109 

The CIA contracting technical representative (not necessarily the person who serves as liaison 
between HSRP and the investigator during the initial proposal review) is responsible for monitoring the 
progress of the research. This representative is responsible for reporting any adverse effects of the 
research to the Office of Medical Services and the Office of General Counsel. 110 CIA reports that all 
CIA-funded research since HSRP was formed in 1982 has conformed to the requirements of the DHHS 
regulations. 111 Furthermore, the Office of Inspector General (OIG) inspections staff recently conducted 
an investigation of CIA human subjects research conducted between 1988 and 1993 and determined that 
all such research was conducted in adherence to federal regulations. 112 

HUMAN SUBJECTS RESEARCH AND PROTECTION AT TEN ADDITIONAL 
DEPARTMENTS AND AGENCIES 

The Advisory Committee requested information from ten additional federal departments and 
agencies that sponsor and/or conduct research involving human subjects and that are subject to the 
Common Rule. Table 1 displays summary information: 

• department-specific statutes governing human subjects research; 

• estimates of current spending on such research; 
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how the department is involved in human subjects research (which subagencies, intra- or 
extramurally); 

resources devoted to human subjects protection activities; 
research oversight and compliance practices; 
involvement in classified research;" 3 and 

the existence of additional provisions for the protection of special populations. 
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time of agency staff spent as IRB members or staff, and the minimal efforts of grant and contracts personnel who track IRB approval status on research 
applications. Full-time equivalent (FTE) effort may represent the cumulative efforts of several persons who spend part of their time on oversight of 
human subjects experiments. 
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4 


Research Proposal Review Project 


The purpose of the Research Proposal Review Prpject (RPRP) was to evaluate the extent to which 
the rights and interests of current subjects of research conducted or supported by the federal government 
appeared to be adequately protected, and to compare the subject protections provided afforded participants 
in radiation research with those in non-radiation research. In order to perform its review, the Advisory 
Committee collected grant applications and other relevant information (such as IRB applications) from five 
federal agencies and 47 grantee institutions. These proposals were categorized according to the use of 
ionizing radiation, biomedical category, type of disease studied, federal agency, and funding type 
(intramural or extramural). 

Proposal materials were reviewed by a subset of Committee members and staff, including persons 
with technical radiation risk expertise, medical expertise, and knowledge of the appropriate standards for 
informed consent and selection of human subjects. The proposal materials were evaluated in order to 
determine whether risks and benefits, informed consent procedures, and the selection of subjects appeared to 
be appropriate. In addition, reviewers analyzed the documentation provided in order to discern whether 
research proposals and other materials available to IRBs provided sufficient information to make 
judgements about the protection of human subjects. 

The findings and conclusions of the RPRP are summarized in chapter 15 of the final report. This 

chapter provides more detailed information on one aspect of the RPRP—an exploration of whether there was 
any apparent relationship between biomedical categories, medical condition studied, or type of funding 
(intramural or extramural) and the extent to which the documents suggested the interests of human subjects 
were being protected. Reviewers' overall impressions of the extent to which these interests appeared to be 
protected were summarized on a 1 to 5 scale, where 1 was taken to indicate no ethical concerns and 5 was 
taken to indicate serious ethical concerns. 

Biomedical Categories 

The documents reviewed by the Advisory Committee came from four kinds of research projects: 
diagnostic studies; therapeutic studies; tracer or biodistribution studies; and epidemiological or opportunistic 
studies. As expected, a higher proportion of studies whose documents raised concerns were found among 
therapeutic studies, almost all of which (41 out of 43) were rated as involving more than minimal risk. 
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Proposals whose documents received ratings of 4 or 5 were found among all biomedical categories 
except for those classified as epidemiological or opportunistic. Most of the concerns, however, were found 
in tracer/biodistribution and therapeutic categories. Of the 28 tracer/biodistribution studies, 4 had 
documents that received ratings of 4 or 5, while 8 received ratings of 3. Of the 44 therapeutic studies, 11 
received a rating of 4 or 5, and 6 received a rating of 3. That a higher proportion of studies in these 
categories had documents that received ratings of 4 or 5 may be attributed to the fact that all but two of 
these studies exposed subjects to more than minimal risks. Figure 1 shows the breakdown of overall ratings 
for each biomedical category. 

Medical Condition Studied 

Studies were also classified into one of three main categories of medical research: "cancer," 
"cardiology," and "neither cancer nor cardiology." Reviewers found, however, that 31 percent (20/64) of the 
proposals in the "neither" category were actually examples of neuroscience research. As shown in Figure 2, 
the 17 proposals whose documents received overall ratings of 4 or 5 came primarily from the categories of 
cancer and neuroscience research. Both the cancer and the neuroscience studies were more likely than 
studies in cardiology or other areas of research to appear to place subjects at greater than minimal risk. 

Cancer research was disproportionately represented (13/18) in proposals whose documents received 
overall scores of 4 or 5, as compared with their representation .in the overall sample (45/125). Notably, 
almost all of the cancer projects we reviewed (43/45) involved greater than minimal risk. Of the 43 cancer 
studies involving greater than minimal risk, 13 received ratings of 4 or 5, while 6 received ratings of 3. 

Twenty of the proposals in the total sample were considered neuroscience studies. From this group, 
4 studies received a rating of 4 or 5, and 4 studies received a 3; all 8 of these studies involved greater than 
minimal risk. 

Funding Type (Intramural vs. Extramural) 

As shown in figure 3, of the 78 intramural projects reviewed in the total sample, 12 received ratings 
of 4 or 5, and 16 were rated as 3. Of the 47 extramural projects reviewed, 6 received ratings of 4 or 5, and 
6 were rated as 3. The proportion of greater than minimal risk studies was identical in both extramural and 
intramural proposals. 
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Adaquataly □ N/A 

J Partially _ 

_ Inadequately 

V. N/A 
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III but not hospitalized patients l U Yes-Included 






Comments: b. assuring Informed decisions on the part of potential subjects? Adequate 
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How adaquately does the consent form address each of the following topics? 




Balance of Risks to Potential Benefits . Adequately If V®*- please describe: 

Partially 
.. Inadequately 
N/A 
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j No-but It ought to 

J No-bacausa there are no direct benefit* to the subjects 
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5 

Subject Interview Study 


This chapter provides supplemental materials and data relating to Part III, chapter 16 of the final 
report, the Subject Interview Study (SIS). The first part of the chapter provides a description of the 
detailed methodology of the Brief Survey and materials related to it, including the interview instrument, 
the generic consent form, and relevant research forms. The second part provides a description of the 
detailed methodology of the In-Depth Interview and materials related to it, including the interview guide 
instrument, the generic consent form, coding manual, and data entry manual. The third part provides a 
listing of individuals besides members of the Advisory Committee and staff who contributed to this 
project, including local investigators who served as liaisons at each institution; project consultants who 
reviewed drafts of the instrument and the SIS chapter; and expert panelists who helped to determine the 
level of risk associated with research projects in which respondents were enrolled. Exhibits at the end of 
the chapter reproduce the actual forms that were used in the SIS. 

This study was approved by the Office of Management and Budget (Control number: 1910-0071) 
and by the Institutional Review Boards (IRBs) at each of the 16 institutions at which interviews were 
conducted and the 2 institutions at which focus groups and pilot testing were conducted. 

BRIEF SURVEY 

Detailed Methodology 

Instrument Development and Pilot Testing 

Once the Advisory Committee had identified the general areas to be covered in the SIS, staff and 
consultants developed a preliminary study design and sample questions for the Brief Survey. These were 
tested in a series of focus groups at two institutions that were not otherwise part of the SIS sample (the 
University of North Carolina at Chapel Hill and Georgetown University). Staff at Research Triangle 
Institute (RTI), a non-profit research company hired to assist with the SIS, drafted a formal survey 
instrument. The Advisory Committee, staff, and consultants revised the instrument, which was pilot 
tested at the same two institutions and further refined based on these pilot data. The Brief Survey 
instrument consisted predominantely of closed-ended items and was designed to take 5 to 10 minutes to 
complete. Exhibits A and B at the end of this chapter are reproductions of the final survey instrument in 
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English and Spanish. 

Interviewers 

Interviewers hired by RTI participated in a two-day training session during which they observed 
and practiced conducting interviews, received training in interview techniques 1 , met with site 
coordinators, and reviewed methods of oversight and quality assurance. Interviewers who could not 
attend this session were trained by the site coordinators, who also provided updates and further training to 
all interviewers prior to beginning interviews. 

Sample Selection 

Advisory Committee staff and consultants set a target of 50 interviews for each clinic at each 
institution. Site coordinators visited the institution the week prior to data collection to get a sense of the 
number and demographic characteristics of patients who might be seen in relevant clinics over the course 
of a week. Site coordinators then developed a systematic method for approaching patients in a manner 
that reflected the demographics of each particular clinic. Interviewers were instructed in this sampling 
method, and a Patient Register was kept in each clinic to record all acceptances and refusals of 
participation in the SIS (see Exhibit C). 

Clinic Procedures 

Patients willing to participate in the Brief Survey completed a written informed consent process. 
Each institution was provided with a generic consent form that it could modify to satisfy institutional 
requirements. Exhibit D reproduces the language from this generic form. Following the Brief Survey, 
patients who reported that they were or had been research participants and who were willing to be 
contacted for an In-Depth Interview completed a Contact Sheet (Exhibit E). An Incentive Receipt 
(Exhibit F) was completed for each patient who completed the Brief Survey. 

Data Collection and Processing 

Detailed descriptions of data handling are provided in RTI's final work plan available with the 
federal records of the Advisory Committee. Briefly, each patient was assigned a unique identification 
number that was used on all project-related forms. Brief Surveys were recorded on multipage, no carbon 
required forms so that site coordinators could retain a copy until the originals were received and reviewed 
for completeness at RTI, at which time the copies were forwarded. Data were double-keyed and entered 
by RTI, which prepared initial frequencies and descriptive statistics and then forwarded the data to the 
Advisory Committee in electronic format for further analysis. 

Quality Assurance 

On-Site Observations 

To ensure that SIS Brief Surveys were conducted in an appropriate and professional manner, 
Advisory Committee staff visited several institutions to observe the survey administration process. Staff 
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was trained to focus on the following: 

• The clinic atmosphere; 

• Clarity of the explanation of the Brief Survey to potential participants; 

• Manner in which patients were recruited to participate; 

• Process of obtaining informed consent; 

• Privacy of the interviewing process; and 

• Relationship among the RTI interviewers, the clinic staff, and the clinic patients. 

Advisory Committee staff observed interviews at seven institutions in four cities: 

• Ann Arbor (Ann Arbor Veterans Affairs Medical Center and St. Joseph's Hospital); 

• Dallas/San Antonio (Dallas Veterans Affairs Medical Center and Wilford Hall Air Force Medical 
Center); 

■ Durham/Raleigh (Durham Veterans Affairs Medical Center); and 

• Seattle/Tacoma (Madigan Army Medical Center and Swedish Hospital). 

Advisory Committee staff generally found that the interviews were conducted well. In a few 
instances, staff were able to identify ways to improve the process, and these ideas were communicated to 
RTI. 


Phone Surveys 

Advisory Committee staff also conducted "quality control" phone calls to a random sample of 
patients who participated in the Brief Survey and agreed to be contacted again for the In-Depth Interview. 
At least 10 such patients from each geographic site were contacted by phone for a short interview 
(roughly 3-5 minutes long) about their experiences with the Brief Survey. The patients were asked how 
they were recruited to participate in the survey, how the survey was explained, how satisfied they were 
with this explanation, how comfortable they felt with their interviewer, whether they received $5 for 
participating in the survey, and whether they had any suggestions on ways to improve administration of 
the survey (see Exhibit G). 

The results of the phone interviews were very positive. Of over 50 patients contacted, all 
reported that their general experience with the survey was good. After a few commented that the Brief 
Survey took a little longer than they expected, Advisory Committee staff asked RTI to include a more 
realistic time projection when explaining the Brief Survey to potential participants. 

Determination and Verification of Research Participation 

A research nurse on the Advisory Committee staff met with each site coordinator to develop an 

institution-specific method for determining whether there was any evidence that a patient who completed 
the Brief Survey was a research participant. The sources of data checked at institutions included medical 
and research records, a hospital computer, a research computer, research office records, and investigators' 
records. Site coordinators were trained to perform this procedure and record it on the Hospital/Clinic 
Records Data sheets (see Exhibit H). 
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It became apparent that in some cases there were discrepancies between patients' reports about 
being research participants and the information obtained from institutional records by trained abstractors. 
When these discrepancies emerged, health professionals on the Advisory Committee staff (a physician 
and a research nurse) visited each institution to review records in order to try to resolve these 
discrepancies (see Exhibit I). 

Assessment of Risk 

As described in chapter 16 of the final report, Advisory Committee staff requested copies of a 
blank consent form for each of the research projects in which patients who completed the Brief Survey 
were enrolled. A panel of experts was then convened to characterize each of the consent forms received 

using the form reproduced in Exhibit J at the end of this chapter. 

Field Data Collection Response Rates 

Table 1 includes the response rates for the Brief Survey according to city. That is, the number of 
hospitals and clinics in each city, the number of surveys actually completed, and the estimated response 
rates. See chapter 16 in the final report for additional explanation. 


Table I—SIS Brief Survey Interview Response Rates 2 


City 

Number of 
Hospitals 

Number of 

Clinics 


Response Rate 
(percent) 

Ann Arbor 

3 

9 

288 

97.4 

Baltimore- 

Washington 

5 

14 

539 

99.1 

Dallas-San 

Antonio 

3 

9 

442 

99.8 

Durham-Raleigh 

3 

8 

402 

97.1 

Seattle-Tacoma 

2 

5 

211 

72.6 

TOTAL 

16 

45 

1882 

94.7 


Description of Brief Survey Data Analysis 

RTI double-entered the data and produced univariate and some bivariate tabulations using SAS 
statistical software. Advisory Committee staff ran logistic regression models using the Egret statistical 
software package. All further analyses were performed using JMP software (SAS Institute) on an Apple 
Macintosh Quadra 700 computer. 

Most analyses consisted of univariate summaries or bivariate cross-tabulations. Logistic 
regression results are reported not as odds ratios, but as "elasticities"—that is, the absolute change in the 


672 






































Chapter 5 


baseline percentages that were associated with a unit change in the reported risk factor. These were 
obtained by multiplying the baseline odds by a risk factor's odds ratio, and then converting all odds to 
absolute risks. This style of reporting was used in order to make the results interpretable to readers not 
familiar with logistic regression and odds ratios. 

Figure 1 illustrates the numbers for each stage of the process of analyzing research participation. 
As part of the Brief Survey, patients were asked whether they thought they had ever been involved in 
medical research. RTI personnel conducted a preliminary review to find evidence of research 
participation. Advisory Committee staff conducted a second, more detailed review of "discordant" 
respondents (i.e., those where self-reported involvement and medical records differed). The corrected 
totals shown in the figure reflect the revision, after the Advisory Committee staff review. 


Figure 1—Analysis of Discordance 



Staler tax 
mtrnmal ndr 
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IN-DEPTH INTERVIEW 

Detailed Methodology 

Instrument Development and Pilot Testing 

The instrument used in the In-Depth Interview was a semistructured "topic guide" that addressed 
the four SIS domains: general beliefs and attitudes about research; personal experiences with and 
understanding of research; reasons for participating; and voluntariness of participation. Drawing on 
findings from the literature, a draft instrument guide was developed and refined, based on findings from 
focus groups conducted at the University of North Carolina at Chapel Hill and Georgetown University 
and on later pilot testing at the same institutions. Exhibit K. at the end of the chapter reproduces this 
instrument, the In-Depth Interview Guide, in its final form. 

Interviewers 

Interviewers participated in a one-day training session consisting of an overview of the study 
domains; a review of techniques of semistructured, qualitative interviewing; a demonstration interview; 
an introduction to the coding process; and a review of field procedures and record keeping. As a follow¬ 
up to the training, interviewers conducted supervised, role-playing interviews. There were 13 
interviewers, including one who spoke Spanish. SIS staff also provided feedback to these interviewers 
regarding technique and use of the interview guide based on transcripts of the initial transcripts. 

Sample Selection 

A sample size of 100 respondents was the target for the In-Depth Interview component of the 
SIS. Patients were eligible for the In-Depth Interview if (1) during the Brief Survey, they reported that 
they currently or formerly had been in biomedical research, and (2) if they consented to be contacted for a 
longer, follow-up interview. Interviewers for the Brief Survey completed a Contact Sheet for all eligible 
respondents, including basic demographic information, whether the respondent reported being a current 
vs. former research participant, and contact information (see Exhibit E). 

Every effort was made to select a balanced sample of participants in terms of demographic 
characteristics, geographic areas, and institutions. Individuals who reported current involvement in 
research generally received priority for recruitment, although this preference was waived in instances in 
which the inclusion of a former research participant provided a better sociodemographic balance to the 
overall sample. At some clinics, no or few patients interviewed in the Brief Survey reported current 
research participation. In these instances, former research participants were designated as the candidate 
respondents. 

Data Collection and Processing 

As soon as Contact Sheets were received by site coordinators, a pool of priority candidate 
respondents was selected for each geographic area and institution. The interviewer assigned to each 
location received Contact Sheets of potential participants and scheduled six to ten interviews from the list 
prior to departing for his or her assignment. Interviewers arranged for the interview to occur at a place 
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convenient for the respondent, including clinic waiting rooms, treatment rooms, and respondents' homes. 
All interviews in Ann Arbor, Seattle, Dallas/San Antonio were completed over the course of a week-long 
visit to each of the cities. Interviews in Durham/Raleigh and Baltimore/Washington were completed by 
local interviewers over the entire data collection period, which spanned approximately one month. 

Before the actual interview began, interviewers obtained respondents' written consent to 
participate. As for the Brief Survey, each institution was provided with a generic consent form which it 
could adopt to meet institutional requirements. The generic form is found in Exhibit L. All interviews 
were tape-recorded, but interviewers often also took notes to assist them in conducting a thorough 
interview. At the end of the interview, respondents were compensated $25 for their time. Although a 
Spanish-speaking interviewer was available, all respondents spoke English and all interviews were 
conducted in English. Upon completion of the interviews, interviewers completed an Interviewer 
Comments Form and an Interviewer Analysis Form noting preliminary coding and analysis issues, 
logistical considerations, and suggestions (see Exhibits M and N). Interviewers either express-mailed or 
hand-delivered completed audiotapes and forms to the central data processing location for transcription. 
Completed transcripts were double-spaced and formatted for coding. Tapes and transcripts were labelled 
only with participants' identification numbers and never with their names. Transcripts were checked for 
quality and completeness. 

A total of 103 In-Depth Interviews were completed and recorded, representing 14 of the 16 
institutions included in the SIS sample. (Because of time constraints, no interviews were conducted at the 
University of Michigan Medical Center and the Baltimore VA Medical Center.) The final sample eligible 
for analysis totalled 99 interviews. Four interviews were excluded: one audio tape was of such poor 
quality that it could not be transcribed, and three respondents stated clearly during the interview that they 
had never participated in research. 

In-Depth Interview Response Rates 

Table 2 presents the number of potential candidates who were actually contacted, and 
finally interviewed, as part of the SIS In-Depth Interview. 


Table 2—SIS In-Depth Interview Response Rates 


City 

Number of 
Candidates 
Contacted 

Number of 
Interviews 

Net Response Rate 
(percent) 

Ann Arbor 

15 

11 

73.3 

Baltimore-Washington 

40 

29 

72.5 

Dallas-San Antonio 

30 

19 

63.3 

Durham-Raleigh 

41 

25 

61.0 

Seattle-Tacoma 

19 

19 

100.0 

TOTAL 

145 

103 

71.0 
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Description of In-Depth Interview Data Analysis 

Interview transcripts underwent two levels of analysis: analysis of content (including the 
development of codes and the reading of interviews in their entirety), and analysis of the beliefs about 
research participation. 

Interview Coding and Analysis 

Based on a reading of the pilot interview transcripts, the coding team developed a preliminary set 
of codes—that is, themes or topic areas that recurred throughout the interviews. This set of codes 
subsequently was expanded to include (1) the four original analytic domains of the SIS; (2) additional 
topics of interest to the Advisory Committee; and (3) further issues and concepts significant to 
respondents themselves, as identified in the transcripts. A total of 12 broad codes comprised the final set 
of codes (see Exhibit O). 

Of the 13 total interviewers, six also served as coders for the In-Depth Interviews (that is, 
highlighted and labeled portions of interview transcripts that corresponded to one of the 12 analysis 
codes). All coders received 1.5 days of training, including a briefing on the meaning of the individual 
codes, an exercise to practice coding, and an overview of the mechanics of the coding process. To ensure 
reliability between coders, each member of the coding team coded two transcripts individually and then 
met to compare their coding decisions. After training, coders received randomly assigned transcripts for 
coding, and selected transcripts were reviewed to evaluate coding efforts and provide further guidance to 
the coders. 

After coding and review, coded text segments were entered in an ASCII file using TALLY 
qualitative analysis software and data entry was reviewed for accuracy (see Exhibit P). It was originally 
thought that analysis would consist of the evaluation of text segments associated with each of the 12 
codes, as generated by TALLY qualitative analysis software. However, upon reading through the initial 
set of text excerpts, the reviewers agreed that reading transcripts in their entirety, with the 12 codes in 
mind, would provide a more thorough sense of the context in which remarks were made. 

Review of AH Transcripts 

The 99 transcripts available for analysis were sorted into two groups: those whose self-reported 
research participation was verified by medical and research records review, and those whose self-reported 
participation was not verified by records review. For the latter group, respondents were considered to be 
"verified" or "accurate" if they (1) demonstrated reasonable knowledge of the design and purpose of a 
particular project; (2) identified and reasonably described research at a different institution from the one 
in which they were recruited for the SIS; or (3) described convincing research experiences from the 
distant past. A total of 90 research participants were verified, while "discordant" cases numbered 9. 

Three persons comprised the analysis team, two of whom had also been interviewers. To 
preserve a sense of the data set as a whole, one member of the analysis team read all 99 transcribed 
interviews eligible for analysis. To complement this broad knowledge of the database, the person who 
had read all of the interviews and two other analysis team members each read and served as primary 
reviewer for one-third of the transcripts. Having each member of the analysis team read transcripts 
provided additional context for the later analysis of specific excerpts of coded text. This analysis team 
conferred twice to discuss its findings with respect to the 12 codes, as well as overall impressions and 
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potential policy implications. Their review agenda included the following questions: 

• What issues and experiences were most salient to respondents? 

• What was the relative frequency with which particular remarks, experiences, or beliefs occurred? 

• What discrepancies or concordances did the three reviewers find in their own reading of the 
transcripts? 

• What conclusions could be drawn about each of the 12 analysis codes (topic areas)? 

ADDITIONAL AFFILIATED PROFESSIONAL INVOLVEMENT 


List of Institutional Investigators 

The following individuals served as local investigators at institutions selected for the SIS: 


Institution 

Ann Arbor Veterans Affairs Medical Center 
Baltimore Veterans Affairs Medical Center 
Baylor University Medical Center* 

Clinical Center of the National Institutes of Health 
Dallas Veterans Affairs Medical Center 
Duke University Medical Center 
Durham Veterans Affairs Medical Center 
Greater Baltimore Medical Center 
Madigan Army Medical Center 
Parkland Memorial Hospital and University of Texas 
Southwestern Medical Center at Dallas 
Rex Hospital 

Seattle Veterans Affairs Medical Center* 

St. Joseph's Hospital 

Swedish Hospital 

The Johns Hopkins Hospital 

University of Washington Health Sciences Center* 

University of Michigan Medical Center 

Walter Reed Army Medical Center 

Wilford Hall Air Force Medical Center 

* Interviews were not conducted at these institutions. 


Local Investigator 
Roger Grekin, M.D. 

Sandra Marshall, M.D. 

Cara East, M.D. 

Nancy Kass, Sc.D. 3 
Khalad Alekhteyar, M.D. 
Eric Winer, M.D. 

Kenneth Morris, M.D. 

Gary I. Cohen, M.D. 

LTC Kenneth Bertram, M.D. 

Eli Glatstein, M.D. 

William Berry, M.D. 
Anthony Back, M.D. 

Phillip Stella, M.D. 

Saul E. Rivkin, M.D. 

John H. Petting, M.D. 
Thomas Griffin, M.D. 

Susan Dorr Goold, M.D. 

Col Robert Mays, M.S. 

Col Ernest H. Oertli, D.V.M. 


Project Consultants 

In designing the SIS, Advisory Committee members and staff met with specialists in medical 
oncology, radiation oncology, and cardiology at major research institutions across the country (Harvard 
University, Johns Hopkins University, Seattle VA Medical Center, University of California at San 
Francisco, University of Washington, and Washington University). Information from these meetings 
helped to identify relevant domains for investigation and shaped the structure of the SIS. 
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Four consultants were also engaged to comment on (1) RTI's Work Plan, (2) the survey 
instruments and the analytic plan, and (3) a draft of the chapter 16 of the Advisory Committee’s final 
report. These individuals are listed below: 


Bradford Gray, Ph.D. 
Yale University 


Charles Lidz, Ph.D. 
University of Pittsburgh 


Betty Levin, Ph.D. 
Brooklyn College 


Bernard Lo, M.D. 

University of California at San Francisco 


Expert Panel to Characterize Research Projects 

Finally, the following individuals served as members of an expert panel to characterize the research 
projects that were included in the SIS sample: 


Nancy L. Bartlett, M.D. 

Assistant Professor of Medicine 
Barnard Cancer Center 
Washington University Medical Center 

Peter Glassman, M.D. 

Staff Physician 

Dept, of General Internal Medicine 
Los Angeles VA Medical Center 

Perry Grigsby, M.D. 

Professor of Radiation Oncology 

Washington University Medical Center 

Steve Larsen, M.D. 

Chief of Nuclear Medicine 
Memorial Sloan Kettering Hospital 


Gail Povar, M.D. 

Clinical Professor of Medicine and Health Care 
Sciences 

George Washington University 

Richard Stein, M.D. 

Chief of Cardiology 

Health Science Center 

State University of New York at Brooklyn 

Jeremy Sugarman, M.D., M.P.H., M.A. 

Senior Policy and Research Analyst 

Advisory Committee on Human Radiation 
Experiments 

Robert K. Zeman, M.D. 

Professor and Clinical Director of Diagnostic 
Radiology 

Georgetown University Medical Center 
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ENDNOTES 


1. A variety of materials were used in this training session conducted by RTI. See: Center for Survey Research, 
Field Interviewers General Manual. Research Triangle Institute, Research Triangle Park, NC: 1993. 

2. Response rate calculations were based on the first 1845 questionnaires obtained. 

3. Dr. Kass, a member of the Advisory Committee staff, served as principal investigator for the Clinical Center. 
Local support was provided by Laura Lee, R.N., as well as Greg Curt, M.D. (National Cancer Institute) and Harry 
Keiser, M.D. (National Heart, Lung, and Blood Institute). 
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EXHIBITS 


Brief Survey: 

A. . Instrument (English) 

B. Instrument (Spanish) 

C. Patient Register 

D. Generic Consent Form (Brief Survey) 

E. Contact Sheet 

F. Incentive Receipt 

G. Quality Assurance Interview 

H. . Hospital/Clinics Records Data 

I. Analysis of Discordant Responses 

J. Characterization Data Sheet 


In-Depth Interview: . 

• K. In-Depth Interview Guide 

L. Generic Consent Form (In-Depth Interview) 

M. Interviewer Comment Form 

N. Interviewer Analysis Form 

O. Coding Form 

P. Data-Entry Manual 
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EXHIBIT A 


SUBJECT INTERVIEW STUDY 
(Project #6106) 


BRIEF SURVEY 


For 

The Advisory Committee on Human 
Radiation Experiments (ACHFE) 


By 

Research Triangle Institute (RTI) 
Research Triangle Park, NC 27709 


Date: / / 95 

Mon Day Yr. 

Time: : AM PM 


ID# LABEL 


Interviewer Name: 


Cl 
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SECTION A. ATTITUDES TOWARD MEDICAL RESEARCH 

As you might recall, in this interview we are interested in your attitudes about, and 
experiences with, research involving human participants . By this we mean medical research 
done by doctors and other medical scientists in which people, not animals, are the participants 
or research subjects. 

Al. First, I’d like to start by asking you several questions to find out your opinions about 
medical research involving people, conducted in the U.S. today. We are looking for 
your opinions. There are no right or wrong answers here — we’re just looking for 
your opinion. 

SHOWCARD A 

Ala. If you were to describe your general attitude towards medical research 

involving people, would you say it is very favorable, somewhat favorable, 
neither favorable nor unfavorable, somewhat unfavorable, or very unfavorable? 

VERY FAVORABLE.01 

SOMEWHAT FAVORABLE.02 

NEITHER FAVORABLE NOR UNFAVORABLE .... 03 

. SOMEWHAT. UNFAVORABLE ..04 .. 

VERY UNFAVORABLE ... 05 

UNSURE/DON’T KNOW.07 

SHOWCARD B 

, Alb. How often do you think medical research involving people helps to advance 
science? 


NEVER .. 01 

RARELY .02 

SOMETIMES .03 

USUALLY . 04 

ALWAYS. 05 

UNSURE/DON’T KNOW. 07 

Ale. How often do you think medical research involves unreasonable risks to people? 

NEVER .01 

RARELY .02 

SOMETIMES .03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 
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Aid. How often do you think participants in medical research are pressured into 

participating? 

NEVER .01 

RARELY .02 

SOMETIMES .03 

USUALLY. 04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 

Ale. How often do you think patients in medical research get special treatment 
compared to other patients? 

NEVER .01 

RARELY .02 

SOMETIMES .•.03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 

A If. How often do you think patients who participate in medical research are better 
off, medically, than similar patients, who are not. in medical research?. 

NEVER .01 

RARELY .02 

SOMETIMES .03 

USUALLY.•.04 

ALWAYS.05 

UNSURE/DON’T KNOW.,.,. 07 

Alg. How often do you think the doctors running medical research care more about 
the research than the people they study? 

NEVER ..01 

RARELY .02 

SOMETIMES .03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 
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A2. Now, I’d like to ask you your beliefs about a different term. Some people think that 
the term clinical trial means something different from the term "medical research", 
while other people think they are the same. Again, I’m asking you for your opinion -- 
there are no "right" or "wrong" answers. 

A2a. Do you think that medical research and clinical trial mean the same thing? 

YES.01 

[READ: "Although you think that medical research and 
clinical trial mean the same thing, I would still like 
to ask you a few questions about distinctions that 
some people draw between the two terms."] 

NO.•..02 

[READ: "Now I am going to ask you a series of 
questions asking for your opinions about medical 
research compared to clinical trials ."! 

SHOWCARD Cl 

A2b. Where do you think a patient is more likely to get unproven treatments or 
tests? 


Being in medical research.01' 

Being in a clinical trial .*.02 

No difference between them.03 

DON’T KNOW/UNSURE.04 

A2c. Where do you think a patient is more likely to be better off? 

Being in medical research.01 

Being in a clinical trial .02 

No difference between them.03 

DON’T KNOW/UNSURE.04 


A2d. Where do you think a patient is likely to face greater risk? 


Being in medical research.01 

Being in a clinical trial .02 

No difference.03 

DON’T KNOW/UNSURE.04 
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SECTION B. RESEARCH PARTICIPATION 


For the remainder of the interview we will use the term "medical research project." As we 
are now using it, we mean for the term "medical research project" to mean all kinds of 
medical research including medical experiments, clinical trials, and other health surveys. 

Bl. Other than this interview, are you now participating in a medical research project? 


YES. 01 SKIP TO B2 

NO..02' 

UNSURE . 03 -» SKIP TO B2 


Bla. Have you ever participated in a medical research project in the past? 


YES. 01 -> SKIP TO 

SECTION C 

NO. 02 


Bib. Have you ever been asked to participate in a medical research project? 

YES. 01 

NO.: . .... .. 02 -» SKIP .TO. 

' SECTION F 

Blc. Did you decide not to participate? 

YES, you decided not to participate . 01 -> SKIP TO 

SECTION E 

NO, (Explain inconsistency).*..02 —* IF EXPLANATION 

INDICATES PRIOR 
RESEARCH 
EXPERIENCE, SKIP 
TO SECTION C. 
OTHERWISE, SKIP 
TO SECTION F 

B2. Are you now in more than one medical research project? 


YES.01 SKIP TO B2a 

NO.02 


That means you’re participating in only one medical 

research project, right? -> SKIP TO INTRODUCTION BEFORE B3 
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B2a. Are any of the medical research projects you are currently participating in being done 

by researchers here (at this clinic/in this department)? 

YES. 01 -> SKIP TO B2d 

NO. 02 

i 

B2b. ' Are any of the medical research projects you are participating in being done by 
researchers at [INSTITUTION] but not from (this clinic or department)? 

YES. 01 -» SKIP TO B2e 

NO.:.. 02 

B2c. So you’re saying that you are participating in more than one medical research project 
outside of [INSTITUTION], right? Which one of those projects is the most 
important one to you? 



SKIP TO INSTRUCTION BEFORE B3. 

B2d. Are you participating in more than one project or experiment here (at this clinic/in 
. this department)? 


YES. 01 -» SKIP TO B2f 

NO... 02 


That means you’re participating in only one medical 

research project here (at this clinic/in this 

department), right? -> SKIP TO INTRODUCTION BEFORE B3 

B2e. Are you participating in more than one medical research project at [INSTITUTION]? 

YES.'_;. 01 -> SKIP TO B2f 

NO. 02 

That means you’re participating in only one medical 

research project here at [INSTITUTION], right? -» SKIP TO INTRODUCTION 

BEFORE B3 
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B2f. 


Which one of the medical research projects that you are participating in is the most 
important one to you? 


Now I’d like to ask some questions about that medical research project. 

B3. To the best of your knowledge, what is the official name for this medical research project? 
That is, what name do you think the researchers use to describe their own project? 

PATIENT’S NAME FOR RESEARCH PROJECT 

B4. Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) is 
about? 


B5. Is the research related to a medical problem that you have? 
YES, Please tell me what medical problem 


that is_’_ ......... 01 

NO.02 


B6. Have you ever been offered the chance to participate in a medical research project and 
decided not to participate? 


YES.01 

NO...02 


GO TO SECTION D 
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SECTION C. FORMER RESEARCH PARTICIPANTS 

Cl. Have you been in more than one medical research project in the past? 


YES.'. 01 SKIP TO Cla 

NO. 02 


That means that you’ve participated in only one medical 
research project, right? SKIP TO INTRODUCTION BEFORE C2 

Cla. Were any of the medical research projects you participated in done by researchers 
here (at this clinic/in this department)? 

YES. 01 -> SKIP TO Cld 

NO... 02 

Clb. Were any of the medical research projects you participated in done by researchers 
from [INSTITUTION] but not from (this clinic or department)? 

YES.'.. 01 -» SKIP TO Cle 

NO.....■_.,.02 . 

Clc. So you’re saying that you have participated in more than one medical research 

project outside of [INSTITUTION], right? Which one of those projects was the most 
important one to you? 


Where c d that research project take place? 


SKIP TO INSTRUCTION BEFORE C2 

Cld. Have you been in more than one medical research project here (at this clinic/in this 
department)? 


YES . 01 SKIP TO Clf 

NO. 02 


That means you’ve participated in only one research 
project here (at this clinic/in this department), 
right? -> SKIP TO INTRODUCTION BEFORE C2 
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Cle. Have you been in more than one medical research project here at [INSTITUTION]? 


YES.... 01 

NO. 02 


That means you’ve particiapted in only one research 

project here at [INSTITUTION], right? -» SKIP TO INTRODUCTION ■ 

BEFORE C2 

Clf. Which one of the medical research projects that you were in here, was the most 
important one to you? 


Now I’d like to ask some questions about that medical research project. 

C2. To the best of your knowledge, what was the official name for this medical research 
project? (That is, what name do you think the researchers used to describe their own 
project?) 

; . PATIENT’S NAME. FOR RESEARCH PROJECT “ ” — 

C3. Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) was 
about? 


C4. Was the research related to a medical problem that you have or had at the time? 


YES, Please tell me what medical problem 

that was. 01 

NO..02 

C5. Have you ever been offered the chance to participate in a medical research project and 

decided not to participate? 

YES.01 

NO.02 


GO TO SECTION D 
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SECTION D. CURRENT OR FORMER RESEARCH PARTICIPANTS 


Dl. How long ago did you begin your participation in (PATIENT’S NAME FOR RESEARCH 
PROJECT)? RECORD LENGTH OF TIME AND INDICATE UNITS. 


YEARS : 
MONTHS 
WEEKS 
DAYS . . 
HOURS 


01 

02 

03 

04 

05 


Please think about the time just before you started participating in (PATIENT’S NAME FOR 

PROJECT). 

D2. Do you remember signing a consent form agreeing to take part in (PATIENT’S NAME FOR 
RESEARCH PROJECT)? 

YES. 01 

NO.02 

DON’T KNOW.... 03 • ... 

D3. Did you think you had enough information about (PATIENT’S NAME FOR RESEARCH 
PROJECT) to make a good decision about whether to participate? 

YES.•. 01 -> SKIP TO D4 

NO... 02 

IF NO, what further information would you have liked to have? 


D4. Which best describes how you came to participate in (PATIENT’S NAME FOR 

RESEARCH PROJECT): Did you decide on your own, did you decide with the help of 
others, or did other people pressure you into it? 


Your own decision. 01 -> SKIP TO D5 

Your decision, with others helping . 02 SKIP TO D5 

You felt pressured by others into your decision.03 
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D4a. Who did you feel pressured you?_ 

D4b. In what way did you feel pressured? 

D5. Which of the following do you think the policy (is/was) for dropping out of 
(PATIENT’S NAME FOR RESEARCH PROJECT)? Is/Was it... 

You can drop out at any time for any reason, or.01 

You can drop out only if and when doctors in charge of 

the project tell you that you can, or..02 

Some other policy? 

SPECIFY..03 

D6. Which of the following do you think best describes (PATIENT’S NAME FOR 
RESEARCH PROJECT)? Is/Was it... 

a research project studying new medical treatments (ways of 

treating your medical condition).01 

a research project studying new diagnostic procedures (ways of 
■ learning whether or not you have a disease or. 
medical condition) . 02 

i 

or, another kind of research project, like an interview, which 

does not test new medical treatments or procedures.03 

DON’T KNOW.’..04 

D7. Does this research project involve in any way. the use of radiation (such as x-rays or 
radiotherapy)? 

YES.01 

NO.02 

DON’T KNOW.03 

D8. Did you receive any money payment from (PATIENT’S NAME FOR RESEARCH 
PROJECT), including payment of your medical or travel expenses? 

YES.01 

NO.02 
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Please tell me in one sentence your main reason for participating in this research 


INTERVIEWER INSTRUCTIONS 


If answer to D6 = 01. 

.. . . Go To DIO 

If answer to D6 = 02. . . . . .. 

. .. Go To D21 

« 

If answer to D6 = 03. 

. . . Go To D30 

• If answer to D6 = DK ;. ................. 

If answer to D6 = Unsure. 

If answer to D6 = NA.. . 

. .. Go To D30 
,.. Go To D30 
. . . Go To D30 










For Participants in TREATMENT RESEARCH Projects 


I am going to read a list of reasons why some people choose to take part in medical research 
projects. For each reason, please tell me whether it contributed a lot, a little, or not at all' to 
your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

DIO. You felt you had little choice. 


CONTRIBUTED A LOT.■. 01 

CONTRIBUTED A LITTLE.:.. 02 

DID NOT CONTRIBUTE... 03 

Dll. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE.'..;_ 03 

D12. The research project was a way to help others. ..... 

CONTRIBUTED A LOT..01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D13. The research project was the only wa; to get a specific medical treatment you wanted. 

CONTRIBUTED A LOT. 01 

■ CONTRIBUTED A LITTLE.02 

DID NOT CONTRIBUTE :.. 03 

D14. The research project was the best way to pay for treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE.02 

DID NOT CONTRIBUTE. 03 


D15. Your doctor thought it would be a good idea to participate. 


CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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D16. The research project sounded interesting. 


CONTRIBUTED A'LOT.'.01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE..03 

D17. You would get extra attention from participating in the research project. 

CONTRIBUTED A LOT.'.. 01 

CONTRIBUTED A LITTLE . 02 

DID NOT CONTRIBUTE. 03 

D18. The research project was a way to advance medical science. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D19. Participating in the research project gave you hope. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE 02. 

DID NOT CONTRIBUTE....1. 03 

D20. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 


GO TO SECTION F 
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For Participants in DIAGNOSTIC research projects 

I am going to read a list o reasons why some people choose to take part in medical research 
or experiments. For each ■ eason, please tell me whether it contributed a lot, a little, or not at- 
all to your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

D21. You felt you had little choice. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT C DNTRIBUTE. 03 

D22. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE.'. 02 

DID NOT CONTRIBUTE. 03 

D23. The research project was a way to help others. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE.03 

D24. Your doctor thought it would be a good idea to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D25. The research project sounded interesting. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D26. You would get extra attention from participating in the research project 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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D27. The research project was a way to advance medical science. 

CONTRIBUTED A LOT . .'. . . 01 

CONTRIBUTED A LITTLE .. 02 

DID NOT CONTRIBUTE. 03 

D28. Participating in the research project gave you hope. 

CONTRIBUTED A LOT.01 

CONTRIBUTED A LITTLE .. 02 

DID NOT CONTRIBUTE. 03 

D29. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

GO TO SECTION E 
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For participants in EPIDEMIOLOGICAL or other research projects 


I am going to read a list of reasons why some people choose to take part in medical research 
or experiments. For each reason, please tell me whether it contributed a lot, a little, or not at 
all to your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

D30. You felt you had little choice. 


CONTRIBUTED A LOT... 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D31. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D32. The research project was. the best way. to pay for treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D33. Your doctor thought it would be a good idea to participate. 

CONTRIBUTED A LOT...!.01 

CONTRIBUTED A LITTLE .. 02 

DID NOT CONTRIBUTE.. 03 

D34. The research project sounded interesting. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE... 03 

D35. You would get extra attention from participating in the research project. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE.. 03 
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D36. The research project was a way to advance medical science. 

CONTRIBUTED A LOT.01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D37. Participating in the research project gave you hope. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D38. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE-. 02 

DID NOT CONTRIBUTE. 03 


GO TO SECTION F . 
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SECTION E. REASONS FOR NOT PARTICIPATING 

Please think about the time when you were asked to participate in a medical research project 
and you decided not to. (IF MORE THAN 1, THINK ABOUT THE MOST RECENT 
TIME.) 

I am going to read a list of reasons why some people choose not to take part in medical 
research projects. For each reason, please tell me whether it contributed a lot, a little, or not 
at all to your decision not to take part in the medical research project. 

SHOWCARD D 

El. Being in the medical research project would have been unpleasant. . 


CONTRIBUTED A LOT .. 01 

CONTRIBUTED A LITTLE_.■.. 02 

DID NOT CONTRIBUTE.. 03 

E2. The medical research project was too risky. 

CONTRIBUTED A LOT.. 01 

CONTRIBUTED A LITTLE _. 02 . 

DID NOT CONTRIBUTE.i. 1. 03' 

E3. Taking part in the medical research project would have cost' you money. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE ...*.. 03 . 

E4. You did not want to be treated like a guinea pig. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E5. Taking part in the medical research project would have been inconvenient: 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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E6. You wanted your medical decisions to be made by your doctor and yourself, not by 
researchers. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE.‘. 03 

E7. You wanted to know what treatment you were getting. 

CONTRIBUTED A LOT. 01 

. CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E8. Your doctor thought it was a bad idea. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E9. Being in the medical research project was NOT the best way for you to get better. 

CONTRIBUTED A : LOT............. 01 , 

CONTRIBUTED A LITTLE ..02 

DID NOT CONTRIBUTE. 03 
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SECTION F. BACKGROUND INFORMATION 

Now, I would like to ask just a few more general questions about your background. 
FI. What is your date of birth? 


Month Day Year 

F2. INTERVIEWER: IS THE RESPONDENT MALE OR FEMALE? 

MALE. 01 

FEMALE . 02 

F3. Do you-consider yourself to be Latino, Hispanic, or of Spanish origin or descent? 

YES. 01 

NO. 02 


F4. ' Which of the following best describes you? Are you... 


Black or African American . 01 

White . 02 

Native American or Alaskan Native . . .. 03 

Asian or Pacific Islander.:. 04 

Some other race, SPECIFY_ . . 05 

F5. What is the last grade or. year that you completed in school? 

LESS THAN 8TH GRADE. 01 

SOME HIGH SCHOOL .'.. 02 

HIGH SCHOOL GRADUATE OR GED... 03 

SOME TECHNICAL OR VOCATIONAL SCHOOL . . 04 
TECHNICAL OR VOCATIONAL SCHOOL 

GRADUATE. 05 

SOME COLLEGE. 06 

TWO-YEAR COLLEGE GRADUATE. 07 

FOUR-YEAR COLLEGE GRADUATE . 08 

SOME POST GRADUATE. 09 

POSTGRADUATE OR PROFESSIONAL DEGREE . . 10 
OTHER, SPECIFY_ 11 


F6. Which of the following best describes your employment status, are you currently 
employed full time, part time, or are you currently not employed? 

Full time. 01 

Part time.;. 02 

Not employed . 03 
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SHOWCARD E 


F7. Which category be: describes your combined family income, before taxes? 


Greater thar. 575,000 . 01 

$50,000 - $^4,999 .'..02 

$25,000 - $49,999 .•. 03 

Less than $25,000 . 04 

REFUSED.'. 05 

F8. Do you think your overall health is excellent, good, fair or poor? 

Excellent. 01 

Good . 02 

Fair . 03 

Poor. 04 

F9. Do you currently have medical insurance coverage of any sort? 

YES.. 01 

NO.'.■. 02SKIP TO F10 


F9a. Do you have private medical insurance (such as Blue Cross/Blue .Shield). 
whether it is rom your employer, a former employer, or on your own? 


YES. 01 

NO. 02 

F9b. Do you have public medical insurance (like Medicare, Medicaid, etc.)? 

' 3S.'.:. 01 

.0 .... 02 

F9c. Do you receive any VA (Veteran’s Affairs) benefits? 

YES. 01 

NO. 02 


F10. Is there anything else that you would like to tell us relating to the things we have been 
talking about in this interview 

YES, SPECIFY_ 


NO 


. 01 

. 02 
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[ASK SECTION G ONLY TO THOSE WHO HAVE ANSWERED "YES" TO QUESTION 
B1 OR Bla.] OTHERWISE, THANK THE RESPONDENT FOR HIS/HER TIME AND 
END THE INTERVIEW. 


SECTION G. WILLINGNESS TO PARTICIPATE IN AN IN-DEPTH INTERVIEW 

We may be calling a small number of the people interviewed today for a longer interview on 

the same subject. This interview will be arranged for a convenient time in the next couple of 
weeks. The interview should last about 45 minutes and people who participate will be given 
$25 for their time and expenses. Would you be willing to be called by someone to set up an 
interview? 

YES.. 01-4- [Interviewer 

complete the 

Contact 

Sheet.] 

NO.. 02 


TIME ENDED 


AM PM 






SECTION H. INTERVIEWER OBSERVATIONS (COMPLETE AFTER THE 



HI. Do you think that this person was able to answer questions appropriately? e.g., do you 
think this person understood most of the questions? 


YES. 01 

NO, SPECIFY_ .... 02 


H2. Was the interview conducted in a setting conducive to getting good responses? 

YES.*. 01 

NO, SPECIFY_ ... 02 


.[ANSWER ONLY FOR.THOSE WHO ANSWERED "YES" TO. QUESTION B1 OR.Bla] 

H3. Do you think this person would be someone who should be recruited for the in-depth 
interview? 

YES, SPECIFY_ ; _ .. 01 
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SECCION A. ACTITUD HACIA LA INVESTIGACION MEDICA 


Como usted recordara, en esta entrevista nos interesa observar su disposition hacia y su experiencia 
con investigaciones que involucran participantes humanos . Con esto queremos significar estudios 
medicos realizados por doctores y otros cientificos de la medicina en los cuales no se usan animales 
sino seres humanos como objeto de la investigacion. 

Al. Primero, quisiera comenzar formulando algunas preguntas para conocer su opinion acerca 
de la investigacion con seres humanos, que se realiza actuaimente en los Estados Unidos. 
Estamos buscando su opinion. No existen aqui respuestas correctas o erroneas — deseamos 
solamente su opinion. 


TARJETA A 

Ala. Si describiera su actitud general hacia la investigacion medica incluvendo personas , 
usted diria que es ^muy favorable, de algun modo favorable, ni favorable ni 
desfavorable, de algun modo desfavorable, o muy desfavorable? 


MUY FAVORABLE.01 

DE ALGUN MODO FAVORABLE. 02 

NI FAVORABLE NI DESFAVORABLE.03 

DE ALGUN MODO DESFAVORABLE . 04 

MUY DESFAVORABLE /. ...... .05 

INSEGURO/NO SABE..07 


TARJETA B 

Alb. En su opinion, ^con que frecuencia la investigacion medica con participantes 
humanos ayuda a avanzar a la ciencia? 


NUNCA. 01 

RARAMENTE.. . ..02 

ALGUNAS VECES.03 

COMIJNMENTE.'.04 

SIEMPRE. 05 

INSEGURO/NO SABE.07 


Ale. En su opinion, icon que frecuencia la investigacion medica implica riesgos no 
razonables para las personas? 


NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtiNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE.07 
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Aid. En su opinidn, ^con qu6 frecuencia los participantes en investigaciones medicas son 
presionados a participar? 


NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtJNMENTE.04 

SIEMPRE..05 

INSEGURO/NO SABE.07 

Ale. En su opinion, ^con que frecuencia los pacientes que participan en investigaciones 
medicas reciben tratamienlos especiales comparados con otros pacientes? 

NUNCA. 01 

RARAMENTE.:.02 

ALGUNAS VECES. 03 

COMTJNMENTE..'_04 

SIEMPRE.05 

INSEGURO/NO SABE.07 

Alf. En su opinion, #:on que frecuencia los pacientes que participan en investigaciones 
medicas aventajan, medicamente, a pacientes similares que no estan en investigation 
medica? -" ' 

NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMTJNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE .:.07 

Alg. En su opini6n, £con que frecuencia a los doctores que hacen investigaciones medicas 

les interesa mas la investigacion que las personas que ellos estudian? 

NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE.07 
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A2. Ahora, quisiera conocer sus ideas acerca de un termino diferente. Algunas personas creen 
que el termino prueba clinica significa algo diferente al termino "investigacion medica". 
Otras personas piensan que es lo mismo. Nuevamente, le pido su opinion — no existen 
respuestas "correctas" ni "incorrectas". 

A2a. Piensa usted que investigacion medica y pruebas clmicas significan lo mismo? 

SI.01 

[LEA: "Aun cuando usted piense que investigacion medica y 
pruebas clfnicas significan la misma cosa, yo todavfa quisiera 
hacerle unas pocas preguntas mas acerca de distinciones que 
la gente suele hacer entre los dos terminos."] 

NO.. 02 

[LEA: "Ahora voy a hacerle una serie de preguntas pidiendo 
su opinion en la comparacion de investigacion medica y 
pruebas clfnicas . "1 


TARJETA Cl 


A2b. ^Donde piensa usted que un paciente dene mayor posibilidad de ser sometido a 
tratamientos no prob'ados o a pruebas? 


Estando en investigacion medica.01 

Estando en prueba clinica .02 

No hay difereneia entre ellos.03 

NO SABE/NO ESTA SEGURA 0..04 


A2c. ^En que situation piensa usted are un paciente dene mas posibilidades de mejorar? 


Estando en investigacion medica.01 

Estando en pmeba clinica .02 

No hay difereneia entre ellos.03 

NO SABE/NO ESTA SEGURA/O .04 


A2d. ^Cuando piensa usted que un paciente enfrenta mayores riesgos? 


Estando en investigacion medica.01 

Estando en prueba clinica .02 

No hay difereneia entre ellos.03 

NO SABE/NO ESTA SEGURA/O . ..04 
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secci6n b. participaci6n en investigacion 

En lo que resta de la entrevista usaremos el termino "proyecto de investigacion medica." De la 
forma que lo usamos, entendemos por "proyecto de investigacidn medica" todo tipo de investigacidn 
medica incluyendo experimentos medicos, pruebas clmicas y otras encuestas de salud. 

Bl. Aparte de esta entrevista, ^esta Ud participando en algun proyecto de investigacion medica? 

SI.01 

-* SALTE A B2 

NO .!.. 02 

INSEGURA/O .03 

- SALTE A B2 

Bla. ^Ha participado usted alguna vez en un proyecto de investigacion medica? 

SI.01 

- SALTE A SECClON C 

NO .02 

Bib. (,Le han pedido alguna vez que participe en un proyecto de investigacion medica? 

si.v......... oi 

NO . 02 

SALTE A SECCI6N F 

Blc. ^Decidio usted no participar? 


SI, usted decidio no participar.01 

SALTE A SECCI6N E 

NO, (explique la inconsistency). 02 


-> SI LA EXPUCACION INDICA EXPERIENCE PREVIA EN 
INVESTIGACION, SALTE A LA SECOON C. SI NO, SALTE A SECClON F. 


B2. ^Esta usted ahora participando en mas de un proyecto de investigacion? 

SI ...01 

-* SALTE A B2a. 

no.;. . 02 


Esto significa que usted esta participando en solo un proyecto de investigacion 
medica, ^verdad? 

-*• SALTE A LA INTRODUCClON ANTES DE B3. 
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B2a. ^Algunos de lo proyectos de investigation mddica, en los cuales usted participa 
actualmente, sc i conducidos por investigadores de aqm (en esta ciinica/ en este 
departamento)? 

SI ....... .01 

-> SALTE A B2d 

NO.02 

B2b. iAIgunos de los proyectos de investigation medica, en los cuales usted participa, 
son conducidos por investigadores de |INSTITUCl6N] pero no de (esta ciinica o 
departamento)? 

SI.01 

-> SALTE A B2e 

NO.02 

B2c. Luego, usted dice estar participando en mas de un proyecto de investigacion medica 
foera de [INSTITUClON], ^verdad? ^Cual de esos proyectos es el mas importante 
para usted? 


^Donde se lleva a cabo ese proyecto de investigation medica? 



-> SALTE A LA INTRODUCCION ANTES DE B3. 

B2d. iEsta us tec participando. aqui en mas de un proyecto de investigacion (en esta 
cimica/en :ste departamento)? 

SI.01 

-* SALTE A B2f. 

NO.02 

Esto significa que usted esta participando aquf en solo un proyecto de investigation 
medica (en esta cimica/en este departamento), ^verdad? 

- SALTE A LA INTRODUCCION ANTES DE B3. 


5 


710 












B2e. ^Esta Ud. participapdo en mas de un proyecto de-investigacidn medica en 
[INSTITUCI6N]? 

SI.01 

- SALTE A B2f. 

NO .02 

Esto significa que Ud. esta participando aqiri [INSTITUClON] en solo un proyecto 
de investigacion medica, ^verdad? 

-> SALTE A LA INTRODUCCI6N ANTES DE B3. 

B2f. ^Cual de los proyectos de investigacion medica en los cuales usted participa es el 
mas importante para usted? 


Ahora quisiera hacerle algunas preguntas sobre ese proyecto de investigacion medica. 

B3. De lo que Ud. recuerda, ^cual es el nombre oficial del proyecto de investigacion medica? 
Es decir, ^como piensa usted que los investigadores le llaman a ese proyecto? 



B4. Podria decirme brevemente de que se trata (NOMBRE QUE EL PAC1ENTE LE DA AL 
PROYECTO DE INVESTIGAa6N) 


B5. iSe relaciona la investigacion con algun problems medico que Ud. tiene? 

SI ..01 

Por favor diga cual es el problema medico_ 

NO.02 


B6. ^Le haii ofrecido alguna vez la oportunidad de participar en un proyecto de investigacion 
medica y usted decidio no participar? 

SI.01 

NO .02 

VAYA A SECCI6N D 
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secci6n c. previa participaci6n en investigacion 

Cl. ^Ha estado Ud. en el pasado en mas de un proyecto de investigacion medica? 

SI.01 

-> SALTE A Cla. 

NO.02 

Esto significa que Ud. ha participado en el pasado en s61o un proyecto de 

investigacion medica, ^verdad? -* SALTE A INTRODUCClON ANTERIOR A C2 

Cla. 4 ,Alguno de los proyectos de investigacion medica en los que Ud. participd fue 
realizado por investigadores de aqui (en esta cllnica/en este departamento)? 

SI.01 

-> SALTE A Cld. 

NO.02 

Clb. iAlguno de los proyectos de investigacion medica en los que Ud. participd fue 

realizado por investigadores de [INSTITUCION] pero no de (esta clinica o dept.)? 

SI.. . 01 

SALTE A Cle! 

NO..02 

Clc. Luego, usted afinna que ha participado en mas de un proyecto de investigacion 
medica fuera de [INSTITUCl6N], ^verdad? ^Cual de esos proyectos fue el mas 
importante para usted? 


i,Donde se realizo ese proyecto de investigacion? 


- SALTE A INSTRUCClON ANTERIOR A C2. 

Cld. i,Ha estado Ud. participando aquf (en esta clinica/en este departamento) en mas de 
un proyecto de investigacion medica? 

SI.01 

-> SALTE A Clf. 

NO ..02 
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Esto significa que Ud. ha participado aqui (en esta cllnica/en este departamento) en 
s61o un proyecto de investigation, ^verdad? 

- SALTE A INSTRUCCI6N ANTERIOR A Cl. 

Cle. iHa estado Ud. participando aqui [INSTITUClON] en mas de un proyecto de 
investigacion mddica? 

SI.01 

NO.02 

Esto significa que Ud. ha participado aqui [INSTITUClON] en solo un proyecto de 
investigacion medica, ^verdad? 

- SALTE A INSTRUCCION ANTERIOR A C2. 

Clf. ^Cual de los proyectos de investigacion medica en los cuales usted participo aqui file 
el mas importante para usted? 


Ahora quisiera hacerle algunas preguntas sobre ese proyecto de investigacion medica. 

C2. Delo que Ud. recuerda, ^cual era el noinbre oficial del proyecto de investigacion medica? 
(Es decir, £como recuerda usted que los investigadores le llamaban a ese proyecto?) 

-N OMBRE QUE EL PACIENTE LE DA AL PROYECTO BE INVESTIGACIO^T 


C3. Podria decirme brevemente de que se trataba (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO DE INVESTIGACION) 


C4. ^Se relacionaba la investigacidn con algun problema medico que Ud. dene o tenia entonces? 

SI.01 

Por favor diga cual era el problema medica 
NO 


02 






C5. <?Le han ofrecido alguna vez la oportunidad de participanen un proyecto de investigation 
medica y usted decidid no participar? 

SI .. 01 

NO . 02 

VAYA a secci6n d. 
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secci6n d. participantesen investigaciones presentes o pasadas 

Dl. ^Hace cuanto tiempo comenzo a participar en (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? REGISTRE EL TIEMPO EINDIQUE LAS UNIDADES. 


I 

ANOS ..j.01 

MESES.02 

SEMANAS .03 

DIAS.04 

HORAS .05 


Por favor piense precisamente en el momenta anterior a comenzar a participar en (NOMBRE QUE 
• EL PACIENTE LE DA AL PROYECTO DE INVESTIGACltiN). 

D2. ^Recuerda Ud. haber firmado un formulario de aceptacion acordando tomar parte en . 
(NOMBRE QUE EL PACIENTE LE DA AL PROYECTO DE INVESTIGACI6N)? 

SI.‘.01 

NO.02 

NO SABE ■.;.03 

D3. ^Penso Ud. que tuvo informacion suficiente sobre. (NOMBRE QUE EL PACIENTE LE 
•DA AL PROYECTO) para tomar una buena decision sobre participar o no del proyecto? 

SI.01 

-* SALTE A D4. . 

NO.. 02 

SI NO, ^que otra informacidn le bubiera gustado tener? 


D4. ^Que afmnacidn describe mejor como decidio participar en (NOMBRE QUE EL 

PACIENTE LE DA AL PROYECTO): Decidid Ud. mismo, decidid Ud. con la ayuda de 
otros, o alguna otra persona lo presiond a participar? 


Decision propia.01 

-+ SALTE A D5. 

Su decisidn, con la ayuda de otros .02 

-* SALTE A D5. 

Ud. se sintio presionado por otros en su decisidn.03 
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D4a. ^Quien siente que lo presiono?_ 

D4b. ^De que modo se sintio presionado?. 


D5. ^Cual de.las siguientes afinnaciones es/era la norma para el abandono de (NOMBRE QUE 
EL PACIENTE LE DA AL PROYECTO)? usted piensa que ... 


Ud. puede abandonar en cualquier momento 

por cualquier razon, o .01 

Ud. puede abandonar solo si y cuando el doctor a cargo del 

proyecto le dice que puede hacerlo, o.02 

^Alguna otra norma? 

ESPECIFIQUE_ . . 03 


D6. ^Cual de las siguientes frases describe mejor (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? Es/era ... 


un proyecto de investigation que estudia nuevos tratamientos 
medicos (modos de tratar su condition medica).01 

un proyecto de investigation que estudia nuevos 
procedimientos de diagnostico (modo de saber si Ud. tiene 
alguna enfermedad o problema cronico de salud).02 

otro tipo de proyecto de investigation, como ser una entrevista, que 
no prueba nuevos tratamientos o procedimientos medicos . -. 03 

NO SABE.I.. 04 

D7. ^Incluye este proyecto de investigacidn, de alguna manera, el uso de radiation (como rayos 
X o radioterapia)? 

SI..01 

NO . 02 

NO SABE ..03 

D8. ^Recibid Ud. algun pago en dinero del (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO), incluyendo el pago de gastos medicos o de viajes? 

SI...01 

NO ..02 
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Por favor digame en una frase el principal motive de su participation en este proyecto de 

investigation: 


D9. 


Si la respuesta a D6 = 
Si la respuesta a D6 = 
Si la respuesta a D6 = 
Si la respuesta a D6 = 
Si la respuesta a D6 = 
Si la respuesta a D6 = 


INSTRUCCIONES PARA LOS ENCUESTADORES 


01. Vaya a DIO 

02. Vaya a D21 

03. Vaya a D30 

NOSABE. Vaya a D30 

NO ESTA SEGURO .. Vaya a D30 

NORESPONDE. Vaya a D30 
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Para Participantes en Proyectos de INVESTIGACION DE TRATAMTENTOS 


Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacion medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada a 
su participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETAD 

DIO. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

Dll. El proyecto de investigacion ofrecia la altemativa de un tratamiento mejor. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 

D12. El proyecto de investigacion era una manera de ayudar al projimo. 

CONTRIBUYO MUCHO ......__ .... --- 01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D13. El proyecto de investigacion era la unica manera de obtener un tratamiento especifico que 
usted deseaba. 

CONTRIBUYO MUCHO. 01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.03 

D14. El proyecto de investigacion era la mejor manera de pagar por un tratamiento. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO..03 

D15. Su medico penso que participar seria una buena idea. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 
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D16. El proyecto de investigation parecia interesante. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO . 02 

NO CONTRIBUYO.03 

■ D17. Usted obtendria atencion extra por participar en el proyecto de investigation. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D18. El proyecto de investigation era una manera de hacer avanzar la ciencia medica. 

CONTRIBUYO MUCHO ..01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D19. Participar en el proyecto de investigation le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO..' . 02 

NO CONTRIBUYO ...... __ ___ . ___ 03 

D20. Usted no tenia ninguna razon para no participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

VAYA A SECCI6N F 
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Para Participantes en Proyectos de Investigation de DIAGN6STICOS 

Le voy a leer una lista de razones por las cuales algunas personas eiigen participar en proyectos de 
investigation medica. Para cada razon, por favor digame si ella contribuyd mucho, poco, o nada a 
su participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETAD 

D21. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO.01 

CONTRffiUYO POCO.02 

NO CONTRIBUYO.03 

D22. El proyecto de investigation ofrecia la altemativa de un tratamiento mejor. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D23. El proyecto de investigation era una manera de ayudar al projimo. 

CONTRIBUYO MUCHO 01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.03 

D24. Su medico penso que seria una buena idea participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.;.02 

NO CONTRIBUYO.. . .03 

D25. El proyecto de investigation parecia interesante. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 


D26. Usted obtendria atencion extra por participar en el proyecto de investigation. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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D27. El proyecto de investigation era una manera de hacer avanzar la ciencia medica. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D28. Participar en el proyecto de investigation le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D29. Usted no tenia ninguna razon para no participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.. 02 

NO CONTRIBUYO., . . 03 

VAYA A SECCI6N F 
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Para Participantes en EPIDEMEOLOGIA u otros Proyectos de Investigation 


Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacion medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada a 
su participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETA D 

D30. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO . 02 

NO CONTRIBUYO. 03 


D31. El proyecto de investigacion ofrecia la altemativa de un tratamiento mejor. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D32. El proyecto de investigacion era la mejor manera de pagar por el tratamiento. 

CONTRIBUYO MUCHO . . , . . •; ..!... 01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D33. Su medico penso que seria una buena idea participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 , 

NO CONTRIBUYO. 03 

D34. El proyecto de investigacion parecia interesanle. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO. 03 

D35. Usted obtendria atencion extra por participar en el proyecto de investigacion. 

CONTRIBUYO MUCHO . .. 01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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D36. El proyecto de investigacidn era una manera de hacer avanzar la ciencia medica. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NOCONTRBUYO.03 

D37. Participar en el proyecto de investigacion le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO. 03 

D38. Usted no tenia nin g una razon para no participar. 

CONTRIBUYO MUCHO ..01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 


VAYA A SECCI6N F 


IS 
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SECCI6N e. razones para no participar 

Por favor piense en el moment > en que se le pidio participar en el proyecto de investigacidn medica 
y decidio no hacerlo. (SI SUCLDlO MAS DE UNA VEZ, PIENSE EN LA MAS RECIENTE). 

Le voy a leer una lista de razones por las cuales algunas personas eligen no participar en proyectos 
de investigacidn medica. Para cada razdn, por favor digame si ella contribuyo mucho, poco, o nada 
a su decision de no participar en el proyecto de investigacidn medica. 

TARJETAD 

El. Estar en el proyecto de investigacidn medica hubiera sido incomodo. 


CONTRIBUYO MUCHO ..01 

CONTRIBUYC POCO .02 

NO CONTRIBUYO.03 

E2. El proyecto de investigacidn medica era muy riesgoso 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO .... 03 

E3. Participar en el proyecto de investigacidn medica le hubiera costado dinero. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

E4. No queria ser tran.do como un conejillo.de indias. 

CONTRIE JYO MUCHO ..01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

E5. Hubiera sido inconveniente participar del proyecto de investigacidn medica. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 

E6. Usted deseaba que las decisiones medicas fuesen tomadas por su medico y por listed 
mismo, no por investigadores. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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£7. Usted deseaba saber qud tratamiento le estaban dando. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

E8. Su medico pensd que no era buena idea paiticipar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

£9. Estar en el proyecto de investigation medica NO era la mejor manera de mejorar su salud. 

CONTRIBUYO MUCHO...01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 
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SECCION F. ANTECEDENTS 

Ahora, desearia hacerle unas pocas preguntas mas sobre sus antecedentes. 
FL ^Cual es su fecha de nacimiento? 


Mes Dia Ano 

F2. ENCUESTADOR: <,ES EL ENTREVISTADO MUJER O VARON? 

VAR6N . . . •.01 

MUJER . 02 

F3. ^Se considera usted Latino, Hispano, o de origen o ascendencia Espanola? 

SI.01 

NO . 02 

F4. ^Cual de las siguientes altemativas lo describe mejor a Ud.? Es Ud. 

Negro o Afro-Americano. 01 

Blanco . . ... t ..... .'! ...... . 02 

Indlgena, Americano o de Alaska.03 

Asiatico o Isleno del Pacifico .04 

Alguna otra raza, ESPECIFIQUE_ 05 


F5. 4 ,Cual es el ultimo grado o ano escolar que usted completo? 

MENOS DE 8VO GRADO. 01 

ESCUELA SECUNDARIA INCOMPLETA .... _ 02 

GRADUADO DE SECUNDARIA O GED.03 

ESCUELA TECNICA O VOCACIONAL INCOMPLETA . 04 
GRADUADO DE ESCUELA TECNICA O VOCACIONAL 05 

UNIVERSIDAD INCOMPLETA.06 

GRADUADO UNIVERSITARIO DE DOS ANOS .07 

GRADUADO UNIVERSITARIO DE CUATRO ANOS . . 08 

POSTGRADOINCOMPLETO .09 

POSTGRADO O TITULO PROFESIONAL . 10 

OTRO, ESPECIFIQUE_ 11 


F6. ^Cual de las siguientes altemativas describe mejor situacion de empleo, esta usted empleado 
con dedicacion exclusiva, mediA dedicacion, o desempleado? 

Dedicacion exclusiva- r. . 01 

Media dedicacion. 02 

Desempleado .03 
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TARJETAE 


F7. 4 ,Cual categoria describe mejor los ingresos combinados de su familia, sin descontar 
impuestos? 


Mas de $75,000 . 01 

$50,000 - $74,999 . 02 

$25,000 - $49,999 . 03 

Menos de $25,000 . 04 

SE NEGO A RESPONDER .05 


F8. <r,Piensa Ud. que su salud en general es excelente, buena, regular, o pobre? 


Excelente.. . ...01 

Buena.02 

Regular. 03 

Pobre.04 

F9. ^Tiene Ud. actualmente cobertura de seguro medico de algun tipo? 

SI. 01 

NO . 02 

-> SALTE A F10. 


F9a. ^Tiene Ud. seguro medico privado (como Blue Cross/Blue Shield) ya sea de su 
empleador actual, de un empleador anterior, o por su propia cuenta? 

SI.,.01 

NO.•.02 

F9b. ^Tiene Ud. seguro medico publico (comb Medicare, Medicaid, etc.)? 

SI.01 

NO . . ..02 


F9c. Recibe Ud. algun beneficio de VA (Veteran Affairs/Grupo de Veteranos)? 

SI.01 

NO .02 


F10. ^Hay algo mas que quisiera decimos en relacion a los temas que estuvimos hablando 
durante esta entrevista? 


SI, ESPECIFIQUE_ 

01 

NO.02 
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[HAGA LAS PREGUNTAS DE LA SECCIGN G SOLAMENTE A AQUELLOS QUE HAYAN 
CONTESTADO "SI" A LAS PREGUNTAS B1 O Bla.] EN CASO CONTRARIO, AGRADEZCA 
A EL/LA ENCUESTADO/A POR SU TIEMPO Y FINAUCE LA ENTREVISTA. 


SECCION G. DESEOS DE PARTICIPAR EN UNA ENTREVISTA MAS A FONDO 

Probablemente llamemos hoy a cierto numero de las personas entrevistadas para una entrevista mas 
larga sobre el mismo topico. Acordaremos un horario conveniente para esta proxima entrevista 
dentro de las prdximas dos semanas. La entrevista tendra una duracion de unos 45 minutos y los 
participantes recibiran $25 por su tiempo y gastos. ^Desearia usted ser llamado para arreglar una 
entrevista? 1 " 


SI.01 

- ENCUESTADOR COMPLETE LA HOJA DE CONTACTO 
NO .... . ..02 


HORA DE FINAUZACION __:_AM PM 
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SECCI6N H. OBSERVACIONES DEL ENCUESTADOR (COMPLETE DESPUES DE LA 
ENTREVISTA) 


HI. ^Piensa usted que esta persona pudo contestar las preguntas adecuadamente? Por ejemplo, 
ipiensa usted que esta persona entendio la mavorfa de las preguntas? 


SI.01 

NO, ESPECIFIQUE_•_ 02 


H2. ^Se condujo la entrevista en un lugar propicio para obtener buenas respuestas? 


SI.. 01 

NO, ESPECIFIQUE __ ■ 02 


[RESPONDA SOLO PARA AQUELLOS QUE CONTESTARON "SI" A LAS PREGUNTAS B1 0 
Bla.] 

H3» ^Piensa que esta persona es lina de las que deberfan'ser elegida para la entrevista en 
profundidad? 

SI, ESPECIFIQUE_ . 01 


NO, ESPECIFIQUE_ 02 
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SUBJECT TERVIEW STUDY 
(1 ^ect #6106) 


EXHIBIT C 
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EXHIBIT' D: GENERIC CONSENT FORM (BRIEF SURVEY) 


PURPOSE OF STUDY: 

The Advisory Committee on Human Radiation Experiments was established by the President of 
the United States earlier this year to examine the ethics of research with human subjects. Although the 
Committee mostly is looking at how radiation research was conducted in the past, the Committee is also 
interested in how radiation research and research in other areas of medicine are conducted now. 
Therefore, we are interested in interviewing a lot of patients, some of whom are participants in research 
and some of whom are not. We want to know whether patients believe they are part of a medical 
research study and, if they think they are, to ask them more questions about their participation in that 
study. We are approaching patients who are being seen in either the cardiology, medical oncology, or 
radiation oncology clinic here at [institution]. We are conducting similar interviews with patients at 
many medical centers all over the country. 

PROCEDURES: 

If you agree to participate, we will interview you for about 5-10 minutes. During that interview, 
we will ask you questions about whether or not you think you are part of a medical research study and, if 
so, why you chose to participate and who else helped you to make that decision. We also will ask for 
your permission to talk to anyone else here who also might know if you currently are in a medical 
research sludy, such as your doctor, a researcher, a research nurse, or by looking at your medical record. 

In order to protect your confidentiality, all interview forms only will have an identification 
number on them, and never your name. The list that links your name to your identification number 
always will be kept separate from any sheets that have information about you on them and eventually 
will be destroyed. 

If you decide to participate in this study, we will reimburse you $5 for your time. 

We also will ask everyone who agrees to be interviewed whether they would be willing to have a 
longer interview at another time and place that is convenient for them. People who have this second 
interview will receive an additional S25. 

RISKS/BENEFITS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them will be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better explain research studies to future patients. 

If you decide to participate, you do not have to answer any question that makes you 
uncomfortable, and you can change your mind about participating at any time. You will have the same 
quality of medical care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or [Dr._at this institution and local IRB telephone #]. 

If you agree to join this study, please sign your name below. 
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EXHIBIT E 


SUBJECT INTERVIEW STUDY 
(Project #6106) 

CONTACT SHEET 


Use this form only for those respondents who complete the Brief Survey, 
thought of themselves as being research or experimental patients and 
consented to be contacted for the In-Depth Interview. [THUS, COMPLETE 
ONLY FOR PATIENTS LISTED ON THE BRIEF SURVEY REGISTER 
WITH A "YES" IN COLUMN 7.] 


ID# Label 


PATIENT NAME MUST 
BE OBLITERATED 
PRIOR TO SHIPMENT 


i 


Name _ 

First 

Street Address: 


Middle 


Last 


City: 


State: 


Zip: 


Telephone number: (_)____ ( ) _ 

(home) (work) 

What would be the best time/place to contact you_ 

FROM THE BRIEF SURVEY: 


1. Now a research subject (Q.B1)- 

2. Previously a research subject (Q.Bla) 


3. Date of birth (Q.F1) / / 

Month Day Year 

4. Sex (Q.F2)- 

5. Spanish origin or descent (Q.F3)-?— 

6. Race (Q.F4)- Black 

7. Last grade of school completed (Q.F5) 

8th or less.01 

Some High School.02 

High School graduate.03 

Some technical/vocational.04 


Technical/vocational graduate .... 05 

Other . 

8. Private medical insurance (Q.F9a)- 

9. Public medical insurance (Q.F9b)- 

10. Veteran’s Affairs (VA) benefits (Q.F9c) 


Yes 01 No 02 

Yes 01 No 02 


Ms 

Yes. 

lie. 

.01 

01 Female... 

No.02 

... 02 

White . 

.02 

All Others ... 

... 06 


Some college.06 

2 year College graduate.07 

4 year College graduate.08 

Some Post Graduate study.09 

Post Graduate Degree.10 

,.. 11 


Yes ... 

... 01 

No... 

...02 

Blank... 

... 00 

Yes ... 

... 01 

No... 

... 02 

Blank ... 

... 00 

Yes... 

... 01 

No... 

,.02 

Blank... 

... 00 


11. Do you think this person would be someone who should be recruited for the in-depth 
interview? (Q.H3) 


01 YES (SPECIFY) 

02 NO (SPECIFY) 
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EXHIBIT F 


[PLACE LABEL HERE] 


SUBJECT INTERVIEW STUDY 

(Project #6106) 

INCENTIVE RECEIPT 


To compensate-you for the time you spent answering our questions, we are paying you 
$5.00 cash. To indicate that you received the money, and so that the interviewer can be 
reimbursed, please sign below: 


I received $5.00 today. 


Name (Please Print)_ 

Signature_ Date: 

Signature of Interviewer_ Date: / / 


Disposition: Original and yellow to Site Coordinator. Pink to client. 
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EXHIBIT G 


BRIEF INTERVIEW QUALITY ASSURANCE 

Hi, I'm_and I work with the group that interviewed you 

recently in the hospital waiting room about medical research. In addition to that first short 
interview, I know that you also agreed .to talk to us again for a longer interview. I don't know if 
you've had that second, longer interview yet, but I just wanted to see if that first, short interview 
was O.K. My questions for you now are not part of any interview. Instead, I just want to know 
how it was for you when the interviewer talked to you, whether you were treated politely, 
whether it went like you thought it would, and whether you have any suggestions for improving 
any part of our study. 

Would you mind if I just asked you a few questions now? (Either way.Thank you.) 

(1) How was your general experience with the brief interview?^_'_ 


(2) How were you asked to be in the interview?^ 


(3) How was the interview explained to you? 
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(4) Was this explanation right? That is, given what you were told, was the interview what 
you thought it would be like?_ 


(5) How was the interviewer who did the survey? For instance, was the interviewer 
polite? Did you feel comfortable with the interviewer?_ 


(6) Where did the interview take place?:_;_ 

Was this O.K.?_;_ 

(7) Were you paid the $5?_:_•_ 

(8) Those are all of my questions. Your feedback is really helpful: Is there anything else 

that we should know, or any way that we could do the interview better?_ 









Once again, thanks for your participation, time, and effort. Have a nice day. 
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EXHIBIT H 


SUBJECT INTERVIEW STUDY 
(Project #6106) 


HOSPITAL/CLINIC RECORDS DATA 


[COMPLETE FOR ALL PATIENTS LISTED ON THE BRIEF SURVEY REGISTER WITH A "YES’ IN 


COLUMN 3.] 

1. Patient Study ID #: 


ID# Label 


PATIENT NAME MUST 

BE OBLITERATED PRIOR 
TO SHIPMENT 



2.' Patient Name: 


First Middle/Maiden Last 

3. Patient Date of Birth: / / 4. Patient Hospital ID #:_ 

Mon. Day Yr. (or Clinic ED #, Medical Record ID #, etc.) 

5. Patient Medical Diagnosis: - 

(Use ICD-9-CM Code and/or a Written Description) 

6. How many of the following sources did you check in your search for this patient’s possible participation in a 
medical research project/experiment? 


a. 

Hospital Computer 

YES .... 

01, 

NO 

.... 02 -* If NO, why not 

(See Codes Below) 

b. 

Research Computer 

YES .... 

01, 

NO 

.... 02 -* If NO. why not 

(See Codes Below) 

c. 

Medical Record 

YES.... 

01, 

•NO 

.... 02 -* If NO, why not 

(See Codes Below) 

d. 

■Research'Records' • 

YES .... 

01, 

NO 

:.:r02 ^If'NO, why not 

(See Codes Below) 

e. 

Research Nurse 

YES.... 

01, 

NO 

.... 02 -* If NO, why not 

(See Codes Below) 

f. 

Research PI 

YES.... 

01, 

NO 

.... 02 -*■ If NO, why not 

_(See Codes Below) 

8- 

Other, Specify below 

YES.... 

01, 

NO 

.... 02 



Codes: 01 - Source not relevant for this institution 

02 - Established that patient was/is a research participant via another source 

03 - Other, Specify_ 

7. Is there any evidence that this patient is currently participating in, or has ever participated in, a medical 
research project or medical experiment at this hospital? 

YES .... 01 NO .... 02 

8. If YES, what was the primary source of this information?_ 

(Insert code from Q.6 above, a-g) 

9. If YES, provide as much of the information requested below as possible. If the patient participated in more 
than one medical research proiect/experiment. provide this same information for that other proiectfsl on the 
back of this form . 

9a. Project/Experiment Title: ____ ___ 

Principal Investigator Name: - 

9b. Project/Experiment Abstract Available: YES .... 01 NO .... 02 IF YES, where can a copy be 
obtained? 


9c. Project/Experiment Signed Patient Consent: YES .... 01 NO .... 02 IF YES, where can a copy be 
obtained? 






C8. Patient states that research was at another institution U Yes 

□ No 


If yes, record supporting open-ended data element 

C9. Patient’ s stateme nt suggests that what he/she participated in was not actually research. 
D Yes 

□ No 

If yes, record supporting open-ended data element 

CIO. Patient' s stateme nt suggests that what he/she participated in was survey research only. 
D Yes 

□ No 

If yes, record supporting open-ended data element 
Cl 1. Comments 

Cl 2. Verified that the patient is/was a research subject? D Yes 

□ No 


If yes, has the Hospital/Clinic Records Data Sheet been updated? U Yes 

□ No 


Cl 3. Status after Review (choose one) U No longer discordant 

D Remains discordant 
D Unable to determine (specify below) 


1, choose one: U A 

□ b 

□ c 


A. Participation verified at institution 

B. Participation at another institution verified 

C. Participation at another institution suggested but not verified 
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If Remains-discordant, choose one: 


Ud 

□ e 

□ f 

□ G 

□ h 


D. Unable to resolve because research would likely be at another institution 

E. Unable to resolve at this institution due to unavailability of records 

F. Review suggests that respondent not likely to be a research participant 

(specify why below) 

G. Insufficient information from open-ended responses 

H. For other reason (specify below) 

Specify why respondent is not likely to be a research participant : 

Specify other reason : 

If Unable_to determine , explain: 
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EXHIBIT I 


SUBJECT INTERVIEW STUDY 

ANALYSIS OF DISCORDANT RESPONSES 


A1. Patient ID# 

A2. Type of Discordance (Choose one) 


0 A2(a> 
□ A2(b) 


a. Patient does not believe he/she was a research participant-but we have 
documentation that he/she'was a participant. [Go to B3] 

b. Patient believes he/she was was a research participant-but we have been 
unable to document such participaton. [Go to C6] 


B3. Verification of Documentation 


B4. 


B5. 


a. 


Verified documentation? 


D Yes 

□ No 


b. How? 

Date of enrollment in documented study [MM/DD/YY] 
Comments 


B6. Status after Review: 


D No longer discordant 
□ Remains discordant 
D Other 


(Choose one) 


If Remains-diacordaot. go to B7 
If Other, comment: 


B7. If Remains dis cordant, select all that apply: 

D Follow-up visits from prior research intervention at time of SIS Interview 
U Survey research 

G Minor intervention (e.g. tube of blood) 


If Minor intervention , please specify: 
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EXHIBIT J 


CHARACTERIZATION DATA SHEET 

I.D. NUMBER__ 


POPULATION DISEASE BURDEN 

LOW _ 

MEDIUM _ 

HIGH _ 

RESEARCH INCREMENTAL RISK 
MINIMAL 

GREATER THAN MINIMAL 


TYPE 

TREATMENT. 

DIAGNOSTIC. 

OTHER 
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participating in medical research. These interviews are being conducted as part of a national 
study for a Presidential Advisory Committee. The information we collect will assist the 
Committee to develop polices and procedures for medical research. We need your assistance 




SUBJECT INTERVIEW STUDY: In-dcoth Interview Guide PRODUCTION VERSION 






getting it? 




SUBJECT INTERVIEW STUDY; In-dcnlh Interview Guide PRODUCTION VERSION 



Medicare)? VA Benefits?) 





What Ha ks or side^Bfects were described? (Risks of treatment? Risks of participating 
in research?) 




SUBJECT INTERVIEW STUDY; In-dtDlh Interview Guide PRODUCTION VERSION 



What went Omagh your mind u you thought about taking put in the research 



SUBJECT INTERVIEW STUDY: tn-dcplh Interview Guide ' PRODUCTION VERSION SUBJECT INTERVIEW STUDY; InrdwthJnttryiew Guide PRODUCTION VERSION 



you could withdraw if you wanted to? At any time? 




SUBJECT INTERVIEW STUDV; fn-dcoth Interview Guide ' PRODUCTION VERSION 




The most difficult things? 





Whit Hal of research is the project we've been discussing today? 



SUBJECT INTERVIEW STUDY: In-dtnth Interview Guide PRODUCTION VERSION 





When you were atttnricwtd » few ( mint rrf diyi/wtdei ago, I —dtrrturf that you told the int er v i ew er that you were (note) involved 
in a research project. I would Kke la uk a lew more question* about that. 


SECTION 


DESCRIPTION OF 
RESEARCH. 


MEDICAL 
. CONDITION 


INTRODUCTION TO 


PROJECT 


DECISION TO 


PARTICIPATE 


EXPERIENCES 
AFTER DECISION EZ¬ 


IO PARTICIPATE 


Please left rae about lluU research project 



After you heard about lie research project, bow did you become 
involved? 


Did you led any pressure to lake part, cube? from lamily, doctors, or 
tram snmco o g else? Please tell me about that. 


.What were your reaiooi for participating to the research project? 

t 


After you bid rfcdded to lake part in (he research project, what did 

. v m» da la become a pu l of il?_ ■ 

.Now that you're in (White you vtoc in the prcject),do{did) you fed 

I Are you coidd withdre w jl von wanted to? At any time? _ 

Since you have been involved in the research project, have you beta 



satisfied or dissattified? Why?. 
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EXHIBIT L: GENERIC CONSENT FORM (IN-DEPTH INTERVIEW) 


PURPOSE OF STUDY: 

We would like to gather more detailed information concerning your participation in medical 
research. We are asking everyone who already has completed a short interview who said they are 
participants in medical research if they are willing to be interviewed for a longer period — about 45 
minutes — about the same topics as we discussed with you when you completed the short interview. 

PROCEDURES: 

If you agree to participate, we will interview you for about 45 minutes. This interview will be 
audiotaped. During the interview, we will ask you questions about why you chose to join a medical 
research study and who else helped you to make that decision. We will ask you what you think are the 
advantages and disadvantages of participating in medical research. 

In order to protect your confidentiality, the audiotape only will have an identification number on 
it, and not your name. The list that links your name to your identification number always will be kept 
separate from any sheets or tapes that have information about you on them and eventually will be 
destroyed. 

Everyone who completes this second interview will be paid $25 at the time the interview is 
conducted to partially reimburse you for your time and to offset any costs you might have incurred 
related to the study, such as travel or parking. 

RISKS/BENEFITS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them will be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better design and explain research studies to future patients. . 

If you decide to participate, you do not have to answer any question that makes you. 

uncomfortable, and you can change your mind about participating at any time. You will have the same 

quality of medical care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or [Dr._at this institution and local IRB telephone #]. 

If you agree to join this study, please sign your name below. 
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- In-Depth interviews 
Subject Interview Study 
Advisory Committee on 
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’ " 

Name of interviewer 


Today's Date: 

Interviewer l.D. 

Time Began: 

Time Ended: 

Place: 



Recruitment Strategy: 
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1 


1. Describe any logistical difficulties that need to be addressed in future interviews 
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4. Any new ideas that came up? Anything that might require a new analysis code? 



5. What issues should be followed up in future In-Depth interviews? 



6. Were there any questions that worked particularly well? 


Were there any questions that didn't work at all? 
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7, Were there any problems with this interview that should be taken into account in the analysis? 












EXHIBIT N 



DO NOT WRITE HERE 

1. What was the respondents general attitude toward research? 1._ 

□ Positive 

□ Negative 

2. How sure was the respondent that he/she was a research participant? 2._ 

□ Very Sure 

□ Somewhat Sure 

□ Not At All Sure 

3. Did the respondent consider there to be any risks to research participation? 3._ 

□Yes 

□No 

4. Did the respondent fee! he/she chose whether or not to participate? 4._ 

□Yes 

□No 
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5 . 


5. Did the respondent report any pressures to participate not related to illness? 

□ None 

□ Some 

□ A lot 

6. Did the respondents' description of study disclosure sound complete? 6. 

□Yes 

□No 

If NOT, why not? 


7 . Was there any evident lack of understanding about research? 7. 

□Yes 
□No 
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What misperceptions were there? 


□ 

□ 

□ 

□ 

□ 

□ 


8. What reasons did the respondent give for participating in the research? 


□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

a 
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9. What type of study was the respondent participating in? 


10. Were there any great quotes? If so, transcribe them FROM THE TAPE. 





EXHIBIT O: IN-DEPTH INTERVIEW-CODING MANUAL 

INSTRUCTIONS FOR CODING In-Depth 
INTERVIEWS FOR THE SUBJECT INTERVIEW 
STUDY (SIS) 

Advisory Committee on 

Human Radiation Experiments (ACHRE) 


This document is a reference and training tool to be used by staff coding. In-Depth 
interview data on research participation. There is plenty of space to elaborate 
based on discussions during training. 


IN PREPARATION FOR TRAINING YOU WELL BE ASKED 
TO REVIEW 5 INTERVIEW TRANSCRIPTS. YOU WILL BE 
ASSIGNED 2 CODES AND ASKED TO PICK SOME 
EXCERPTS THAT EXEMPLIFY THE CODES DESCRIBED 
AND WRITE THEM IN THE "EXAMPLE" SPACE 
PROVIDED UNDER EACH CODE DESCRIPTION. 

THE TWO CODES ASSIGNED TO YOU ARE: 

1 . 

2 . ' 
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INTERVIEWER NAME 


PATIENT ID#_ 

OVERVIEW 

Global Codes, the final coding scheme for the Subject Interview Study (SIS) In-Depth interviews, reflect 
several rounds of review at the levels of conceptualization and implementation: 

• Global Codes have their origins in (1) the four original analytic domains of the SIS: general beliefs and 
perceptions about research, personal experiences and understanding of research, reasons for 
participating, and voluntariness of participation, (2) issues and concepts significant to respondents 

themselves as identified during a review of an initial set of completed transcripts, (3) additional topics of 
interest to the ACHRE as expressed during their review of proposed codes 3/17/95. 

ACHRE and RTI staff have agreed to employ an intermediate level of coding, collapsing the former 
distinction between Domains and Codes presented in the interviewer training manual. Scaling back the 
number of final codes will facilitate timely processing of data for analysis, keep respondent comments 
arid ideas as contextual as possible, and keep both the attention of the coder and the analyst on broad 
domains that have potential policy implications. 

WHY CODE? 

One of the challenges of qualitative data analysis is the sheer quantity of information to be analyzed. 
Coding provides a means of sifting through the data and sorting it in more manageable chunks. Analysts 
will then review the data by code and/or combinations of codes looking for themes, patterns and 
metaphors which encapsulate respondent perceptions as well as discrepancies. 


HOW WILL CODES BE USED? 

Once the hard-copy transcripts of the interviews are coded, they will be reviewed by other coders as a 
consistency check. Discrepancies in coding will be arbitrated by Rose Etheridge or Elissa Adair. Final 
codes will than be entered into a software package for the analysis of qualitative data. Reports will then 
be printed out which contains segments of text from all the different interviews with the same code. 


HOW WILL COPING WORK? 

Training will provide an opportunity, to clarify coding concepts and procedures and cross-check between 
coders. After training, coders will receive a pack of interviews to code. Coded interviews will be 
returned to Rose. Instructions for use of typographic symbols to indicate which codes begin where on 
the hard copies should be followed to the letter. These instructions ease data processing considerably. 


GENERAL RULES 

Always code opposites together. If you can't figure out where a statement belongs, try to turn it around 
to its opposite and see if it will fit into one of the categories. 

Always overcode. It is better to put both codes down if you have any question about which category is 
most appropriate. 
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INTERVIEWER NAME__ PATIENT ID# 


If the interviewer’s question sheds light on the respondent’s answer, code back to the question, even if the 
question is not immediately prior to the response. 


TYPES OF CODES 

There are two lypes of codes: labels and concepts. Labels are used to mark every instance of a certain 
thing in a text, like a term or experience. Concepts refer to a broader sequence of events or processes. 
All of the label codes described come with a set of key words. Whenever a key word occurs, CODE IT. 
Concept codes do not come with a set of labels. It is necessary for coders to have a clear idea of what 
ideas and research questions are encapsulated in each code. This document is to assist coders in 
understanding the concepts behind the codes. 


SUMMARY OF CODES 

The codes are as follows: 

This code is about general, as compared to personal, commentary about the research process. 
GEN: GENERAL APPRAISAL OF RESEARCH 


This series of codes relate to how and why respondents became research participants. They include 
situational, motivational and personal characteristics. 

PER: PERSONAL EXPERIENCE OF RESEARCH 

BCM: BECOMING 

ALT: ALTERNATIVES . 

VOL: VOLUNTARINESS 

REAS: REASONS FOR PARTICIPATING - 

, CON: CONSENT 

These next two topics were chosen as important for understanding the participants' point of view as 
based on pilot data and preliminary review of interviews. 

BB: BLURRED BOUNDARIES 

TRU: TRUST 

The next two codes' are label codes. While they are likely to contain important concepts in regard to how 
participants perceive research, they are to be used as a label to mark the use of certain vocabulary in the 
text 

TRM: TERMS 

RAD: RADIATION 

The last and final code is to be used by you (the coders) for anything important that the above codes 
might have missed! 
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INTERVIEWER NAME_'_ PATTEN l ivw 

NOTE: NOTEWORTHY 


NOTES: . 









• INTERVIEWER NAME_’_ PATIENT ID#_ 

GENERAL APPRAISAL OF RESEARCH (GEN) __ 

TYPE OF CODE: Concept 

What are respondents' attitudes about research, in general? 

Encompasses respondent's belief structure regarding research, in general. This code is not appropriate 
for respondent's personal experience of research, but rather, what s/he thinks of research more generally. 
Potential overlaps: TRM, PER 

Definitions of and/ or concrete descriptions of research. 

Evaluative statements about research: good, bad, expensive, promising, exploitative, etc. 

Concrete examples of.benefits or detriments of research: advances knowledge, helps people, 
creates better treatments, etc. • 

Respondent's attempts to generalize about research from his/her own experience 
EXAMPLE: 


NOTES: 
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INTERVIEWER NAME_,_ PATIENT ID# 


PERSONAL EXPERIENCE (PER) 


TYPE OF CODE: Concept 

What has been the respondent's personal experience with research? Most importantly, were their 
experiences positive or negative? How so? 

Considers respondent descriptions of his/her own experience participating in research, his/her own 
understanding of the particulars of the research, and his/her attitudes toward the research project they 
are/were in (e.g., beneficial, harmful, inconvenient). Some respondents may more readily use technical 
and medical details in describing their research experience, while others more readily convey the social,, 
emotional, or moral aspects of their experience. 

i 

Evaluative statements regarding personal-research experience: frightening, reassuring, 
beneficial, not helpful, inconvenient, etc. 

Discussion of benefits (e.g., improved health, better treatment, hope, time) and/or detriments 
(e.g., risk, poor outcomes, bad side effects). 

Discussion of the context for research participation experience: illness, social relationships 
(whether with intimates or professionals), institution, etc. ' 

Discussion of how respondent was treated by research study staff. 

Descriptions of research project in which respondent has participated, whether diagnostic, 
therapeutic, epidemiological, or survey. Also, respondent details regarding research particulars 
such as procedures, hospital visits, side effects, etc. 

EXAMPLE: 


NOTES: 
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INTERVIEWER NAME 


PATIENT ID# 


BECOMING A RESEARCH SUBJECT (BCM) 


TYPE OF CODE: Concept 

How did th'e respondent end up in the research project? 

Encompasses the process (including decisions, actions, relationships, etc.) by which a respondent became 
a research subject in his/her own words. For some, becoming a subject may have been a matter of 
deciding, for others a matter of simply acting. While REAS focuses on the "why" of participation, BCM 
focuses on the "how." BCM is also sensitive to whether or not a respondent sees him or herself as an 
active or passive agent in the process of becoming a research subject. Potential overlaps: VOL, REAS, 
TRU, CON 

Discussion of the sequence of events through which respondent ended up in what s/he considered 
to be a research project. 

Description of steps respondent took to become a research participant: 

"Thinking" steps such as acquiring information, weighing risks and benefits, weighing 
input from others, deciding to join and/or stay. 

"Doing" steps such as seizing the only option available, joining the project. 

References to any people to whom the respondent turned to for advice, information, comfort, or' 

support with respect to research participation, whether providers, researchers, family members, 
friends, other patients, etc. 

EXAMPLE: 


NOTES: 
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INTERVIEWER NAME_;_ PATIENT ID# 

’ ALTERNATIVES (ALTS)_J_ 


TYPE OF CODE: Concept 

Did the respondent consider there to be any alternatives to research participation? If so, what were 
they? If not, why not? 

Identifies excerpts in which the respondent discusses what alternatives to research participation, if any, 
were available to him or her or not, also what his/her experience would have been if s/he had not 
participated in research. This category will be most applicable to respondents who are or have been 
enrolled in therapeutic or diagnostic research rather than those in epidemiological or survey research. 

Descriptions of medical alternatives available or not to the respondent: therapies, procedures, 
diagnostic techniques, medications, etc. 

References to the fact that respondent had no other medical options of had exhausted all other 
options. 

Respondent's account of being told what his/her alternatives to research would be; of who 
discussed alternatives with him/her. 

Descriptions of a more philosophical nature, that is, what the patient would face if they did or did 
not participate in research: certain death, less time with family, hopelessness, certainty, 
uncertainty, etc. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME_ PATIENT ID#. 

VOLUNTARINESS (VOL) 


TYPE OF CODE: Concept 

Is voluntariness communicated and understood as an integral pari of research practice? If so, how? If 
not, how not? 

Captures the extent to which respondents believe they, as individuals, freely participated in research or 
not and considers instances in which a respondent felt pressure or coercion to join in or stay in research. 
"Pressure" could come from a number of sources: research staff, personal physician, family members. 
Voluntariness or lack of voluntariness may be expressed in different ways. Participants may describe a 
situation where they were given a choice, where they made a decision, or where they let things happen to 
them, etc. Potential overlaps: CON, BCM, TRU, REAS 

Discussion of people who played a role in respondent’s decision to join and stay in research or 
not (family, friends, other patients', research staff, personal physician, etc.). 

Discussion of the decision was predominantly the respondent’s own vs. predominantly someone 
else's. 

Discussion of respondents sense of freedom to join or decline research, request changes to 
treatment, leave in the middle of the study, ask for more information, etc. . 

Discussion of any pressure respondent felt to join or stay in the research study. 

Discussions of extent to which respondent felt him/herself to be a willing research subject. 

Descriptions of respondent’s sense of control over his/her own destiny in research. 

Discussion of respondent withdrawing from or altering treatment. 

» * 

Remarks that respondent knew or did not know s/he had the option of declining research, 
modifying treatment, withdrawing. '' 


EXAMPLE: 






INTERVIEWER NAME____; PATIENT ID# 


NOTES: 






INTERVIEWER NAME 


PATIENT ID# 


REASONS FOR PARTICIPATING AND CONTINUING IN RESEARCH (REAS) _ 

TYPE OF CODE: Concept 

Why do respondents 'participate or not participate in research? 

Covers motivations/incentives/disincentives for participating, not participating or continuing in research. 
Potential overlaps: GEN,CON,BCM. 

Descriptions of role that respondent's illness had in decision to participate (e.g., severity, type) 

Remarks regarding the potential health benefits or side effects of research treatment. 

Caution : Code description of side effects of research treatment if it was a 
reason respondent stopped. If respondent is just talking about side effects that 
happened, then excerpt should be coded PER. 

Discussion of how money matters affected decision to join or stay (e.g., insurance, drug cost, 
payment for participation). 

Comments regarding a desire to help others (e.g., patients, people with same disease, doctors, 
researchers, "society"). 

Discussion of personal things to be gained through participation (e.g., hope,a future, a sense of 
control, more time with family). 


EXAMPLE: . 



NOTES: 








INTERVIEWER NAME_PATIENT ID#. 

CONSENT (CON) _ _ 


TYPE OF CODE: Concept 

How do respondents' describe and assess the process through which they are included as part of 
research? 

Encompasses the respondent’s experience with and appraisal of the consent process from recruitment and 
information exchange, to agreeing to participate and signing a consent form. CON considers 
respondent's descriptions of the formal consent process as well as anything significant to the 
respondent's own definition of consent. Potential overlaps: BCM, VOL, TRU 

Respondent's description of the consent process: what it is, how it works, who plays what role, 

• what is the final outcome. 

Descriptions about how respondents were approached, who approached them, how research was 
initially described, how consent was obtained. 

Any evaluative remarks regarding a good or bad means of acquiring consent. 

Description of patient’s experience with and subjective assessment of the formal consent process 
with its emphasis on information exchange and decision-making. 

Remarks as to what role "information" played in patient’s agreeing to participate — 
having conversations with staff, forms, reading a consent form. 

Recollections of having signed a consent form. 

Details about the meaning or value of the "consent form" to the patient. 

Remarks indicative of respondents own definition of "consent" or model of "consent" that poses 
as an alternative to or reinforcement of institutionalized process. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME 


PATIENT ID# 


BLURRED BOUNDARIES (BB) 


TYPE OF CODE: Concept 

Is the research experience distinctfrom the respondents' experiences of illness and health care ? If it is 
distinct, where is it distinct? If it is blurred, where is it blurred? 

■ * 

Covers the extent to which research participation, in the respondent’s mind, is distinct or not from his/her 
illness experience and/or experience with the health care system. Considers at what point the boundaries 
among research, illness, and health care are distinct or blurred: research vs. treatment; researcher vs. 
provider, subject vs. patient, research institution vs. non-research institution; medical condition vs. 
side effects of experimental treatments. Potential overlaps: All Global Codes 

EXAMPLE: 


NOTES: 


776 








INTERVIEWER NAME_ PATIENT ID#. 

TRUST (TRU) 


TYPE OF CODE: Concept 

On what types of individuals, institutions, technologies, or information do respondents rely as research 
subjects? Which do they trust and why? Which don't they trust and why? 

Considers any commentary regarding the respondent*s trust or distrust as well as confidence or lack 
thereof, in the people and processes of research, such as institutions (e.g., FDA, drug companies, 
hospitals, universities, IRB), professionals (researchers and health care providers), medical technology, 

i 

and information. Potential overlaps: REAS, BCM, PER 

Descriptions of institutional mechanisms (e.g., FDA, IRB, "the market") and/or moral 
mechanisms (e.g., doctor's obligation to help patients) in place to protect research subjects. 
For example. 

How doctors or the "system" wouldn’t let you try a drug that could be harmful. 

How a respondent couldn't have the placebo because she trusts his/her doctor. 

Discussion regarding the validity, reliability of information provided to respondent. 

Discussions of the interests held by the various parties involved in research (subjects, 

researchers, research institutions, regulatory agencies, drug companies). 

Discussion of respondent’s relationships with physicians and research staff. 


EXAMPLE: 
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INTERVIEWER NAME 


PATENT ID# 


NOTES: 
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INTERVIEWER NAME_ PATENTED# 

TERMS (TRM) ’ 


TYPE OF CODE: Label and Concept 

KEY WORDS: (medical) research, study, clinical trial, (medical) experiment, (clinical) investigation, 
protocol, program, etc. 

What words do participants use to refer to research? How do they distinguish between kinds of research 
in their vocabulary arid narrative? ■ 

As a labelling code, Terms marks any words or the phrases the respondent uses for "research" (e.g., 
study, experiment, trial, clinical investigation) as well as concrete examples. As a conceptual code. 
Terms covers the patient’s own categories Or gradations of research activities and attendant values (e!g., 
"Experiments are risky; their results are uncertain." "Studies don't involve invasive procedures." "A 
clinical trial uses tried and true methods, so I wasn't worried about signing up."). Potential overlaps: 
TRU, GEN, PER 

Label : 

/ 

Any word used for research however idiosyncrati ■ 

Definitions and/or concrete examples of research terms: 

References to respondent's own categories of research. 

Descriptions of the range of research activities and their distinctive traits. 

EXAMPLE: 


NOTES: 
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INTERVIEWER NAME_ PATIENT ED#__ 

RADIATION (RAD) 

TYPE OF CODE: Label and Concept 

KEY WORDS: x-ray, radiation, dyes, cobalt, radiologist, barium 

As a labelling code, Radiation identifies any respondent commentary on radiation, whether related to 
research or not. As a conceptual code. Radiation encompasses the respondent’s feelings toward 
radiation, its use in research in general, and its role in his/her decision to take part in a research project or 
not. Excerpts will assist in analysis of comparisons between radiation-research subjects and 
nonradiation-research subjects, and for evaluating general attitudes toward radiation. Potential overlaps: 
All Global Codes. 

Label : 

Any use of words or phrases regarding radiation (x-ray, dyes, cobalt, radiologist, barium, etc.) If 
unsure whether or not a procedure involves radiation, go ahead and code it. 

Concents : 

Descriptions of any experience the respondent has had with radiation, whether research-related 
or not. 

Commentary regarding the value (positive or negative) of medical uses of radiation. 

Feelings toward radiation, in general. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME_ ' PATIENT ID# 

« 
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NOTEWORTHY (NOTE) 

TYPE OF CODE: Concept 


Provides coder the option of coding an extraordinaiy passage for which no unique code exists. As a 
miscellaneous category, NOTE empowers coders to identify transcript excerpts worthy of consideration 
during analysis. Coders, however, should use this code sparingly to retain its potential value to 
analysis, i.e., coders should avoid using this code as a dumping ground for passages more thoughtfully 

included in existing categories. 

Passages of text that do not fit into existing codes, but which command attention as concepts or 
issues significant to final analysis and policy questions. 


EXAMPLE: 



NOTES: 






EX 


3IT P: DATA ENTRY MANUAL 


OVERVIEW 

This manual provides documentation of the purpose, procedures and methods for entering codes 
for the In-Depth Interviews for the Subject Interview Study sponsored by. the Advisory Committee on 
Human Radiation Experiments. 


About the Software 


"TALLY" is the qualitative data analysis software package that, we will use for this project. The 
software is designed to sort textual data. It captures ideas and concepts from transcripts of interviews 
using codes input directly to the electronic text file. TALLY can extract coded text from the electronic 
text file, count code frequency and generate reports based on the coded information. 

Basic TALLY Elements 


For our purposes, TALLY has three parts: (a) a hard copy of the original interview with 
handwritten codes identifying specific ideas or concepts, and (b) an electronic file of the original 
transcript, and (c) a finished coded data file. 

Basics to Entering the Codes 

With each PC diskette, you will receive hard copies of the coded interviews. The hard copy will 
be double-spaced with handwritten codes and brackets written just above the typed text. It will be your 
job to type in the hand-written brackets and codes exactly as they appear on the hard copy into the 
TALLY data entry screen. 

Data Management 

The In-Depth interviews were recorded, transcribed, and stored as ASCII files to be used in 
TALLY. There are five (5) interviews per PC diskette. The transcribed data files have a unique client 
ID as their file name followed by the extension .TXT. 

An additional file, created by TALLY, is the file you will use to code the transcribed data file. It 
is a duplicate of the transcribed file with a different extension (.DAT) to separate it from the original. 
Both the text file and the duplicate file for coding are provided on the diskette. For example, 

334202-9.txt ' = name of a transcribed data file. 

334202-9.dat = name of the duplicate, transcribed file to be used for coding. 

Batch Information Sheet 

On the top of each batch, there will be a form to fill out for each of the interviews. It will require 
you to sign your initials next to each of the files you code, give the date you coded the file, how long it 
took you to code the file, and the outcome of the coded document. 
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There will be two options for the outcome field. Check the field if the document was coded and 
saved without error. Place an "I", for incomplete, in the field if the file was coded and not saved without 
error. 


TECHNICAL 

Symbols 

The following symbols are used here to denote specific keyboard actions when typing in 
commands or executing commands: 

bs" This symbol means to leave one space between text. 

This symbol means to press the retum/enter key to execute a command. 

Executing the TALLY Software 

TALLY has been loaded on the C: drive of the PC in a subdirectory called TALLY. To execute 
the TALLY software, you must be in the subdirectory TALLY. To begin a TALLY session, type 
"TALLY". For example, 

at the C:> prompt, type...CD TALLY **> 

at the C:\TALLY> prompt, type.TALLY ® 

A screen will appear with a menu bar across the top. The menu bar includes such topics as (a) 
Analysis, (b) Reports, (c) Mnemonics, (d) Utilities, and (e) Quit Tally. You will only be concerned with 
the "Analysis" menu. 

To exit any TALLY session without saving any work, press the escape key until you return to the 
C:\TALLY> prompt. 

Analysis Menu 

At start-up, the Analysis menu will be highlighted by default. To pull down the menu, use your 
retum/enter key. A menu including the following topics will appear: (a) Mnemonics Set, (b) Text File, 
(c) Codings File, (d) Editor, and (e) Hard Copy. You will only be concerned with the first four topic 
items. 

You must execute each of the first four topics, in sequential order, in order to complete the data entry 
for an interview. You begin with the Mnemonics Set. 

Mnemonics Set 

The Mnemonics Set provides TALLY the name of the file holding the codes to be used during data 
entry. There will only be one file of this sort in the TALLY subdirectory. The file is named 
PILOT.SET, and you must choose this file at the beginning of each TALLY session. 

To choose this file, highlight the Mnemonics Set topic item, then press your retum/enter key (a 


784 





dialog box will appear). Two dots (..) will be highlighted in the dialog box; use your right arrow key to 
highlight the PILOT.SET file, and press your retum/enter key to return to the topic box. Now you will 
be ready to move on to the Text File option. 

Text File 

The Text File option provides TALLY with the name of the interview file you want to code. Choose 
this item by highlighting the option and pressing the retum/enter key. A dialog box will appear showing 
no files. You must tell TALLY where the files are located to see a listing of the five available interviews 
to code. Do this by typing A:\ and press your retum/enter key. 

Five files will appear in the dialog box. 

.Choose the file you wish to code, then press your retum/enter key. You will return to the topic box 
and be ready to move on to the Codings File option. 

Codings File 

The Codings File option provides TALLY with the name of the file used to hold the coded interview. 

Choose this item by highlighting the option and pressing die retum/enter key. Similar to the Text File 

option, a dialog box will appear showing no files. Type A:\ and press the retum/enter key. 

Five files will appear in the dialog box. Choose the file that IDENTICALLY MATCHES the Text 
File name you are currently using. Press the retum/enter key to return to the topic box. Now you will be 
ready to move on to the Editor option. 

Editor 

The Editor is where you will begin to actually enter the codes into the electronic file as they appear 
on the hard copy. Only after you have completed the first three steps can you highlight this option and 
press the retum/enter key.' 

A copy of the interview will appear on the screen. If an error occurs and either the screen is blank or 
a different file appears, redo steps 1,2, and 3 (i.e., retrace your steps from the'Mnemonics Set, the Text 
File, and the Codings File). Make sure you have asked for identical files and the problem should be 
resolved. 

Moving from left to right, type in the brackets and codes, exactly as they appear on the hard copy, on 
the blank line above the text. Use your F2 key for a selection of codes to be placed above the text, or 
type the code. 

If typing the codes above the texts proves to be easiest for you, rather than using your F2 key to have 
TALLY insert the code, be sure you do not type the codes wrong. TALLY will not report errors for 
mistyped codes. Mistyped codes are not used in all TALLY reporting and data can be lost. Therefore, it 
is very important codes are placed and spelled properly. 

Brackets are veiy important in this process. They provide TALLY with the beginning and ending of 

the concept to be coded. For every left bracket, you must have a right bracket. If this does not occur, 
TALLY will give you an error when you try to save your work. You must resolve imbalanced brackets 
before the interview can be used for TALLY analysis. 
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Exiting the Editor 

After you have finished coding the interview, exit the editor by holding down the Alt key and X 
letter key at the same time. If you must exit the coding processs before you are finished use your Alt X 
combination of keys to save your work and exit TALLY. To return to your previously coded file, follow 
steps 1,2, and 3 as if you are beginning a new case and you can begin where you left off. Notice there is 
a line counter at the top of the menu bar in TALLY to quickly find the line number where you left off. 

Errors When Exiting the Editor 

If TALLY indicates there is an error when saving your work, first try to resolve the error (most likely 
unbalanced brackets). Should you not be able to resolve an error, continue to save your work in the 
normal manner and flag the interview as Incomplete on the batch information sheet. 

Brief Technical Overview 


• At the C:\> prompt CD TALLY .'.■** 

TALLY .,.\.-a 

Highlight Analysis.’®* 

Highlight Mnemonics Set.“E* 

. Highlight PILOT.SET. -e* 

Highlight Text File .. 

Type a:.“E* 

Highlight desired Text File.■** 

■ Highlight Codings File . 

Type a:. *e* 

Highlight desired Codings File.■** 

Highlight Editor. ■e* 

Enter codes 


Press ALT X simultaneously to save work 
Complete batch information sheet 

Errors when saving: 

• Do not continue the saving process and return to document. 

• Try and resolve any imbalanced brackets and resave. 

• If there are still errors, flag the interview on the batch sheet. 

Codes (Mnemonic Set) 

GEN General Appraisal of Research '• 

PER Personal Experience with Research 

REAS Reasons for Participating 
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VOL 

Voluntariness 

CON 

Consent 

BCM 

Becoming 

TRU 

Trust 

BB 

Blurred Boundaries 

TRM 

Terms 

RAD 

Radiation 

ALT 

Alternatives 

NOTE 

Noteworthy 

ID 

Respondent ID 







6 


Outside Views on the Current System 
for the Protection of Human Subjects 


To augment our understanding of the important issues in the oversight of human subject research, 
the Advisory Committee sought outside views on the current system for protection of research subjects. 
Our invitation for written comments on the oversight system was extended to four categories of 
individuals: 

1. chairs of institutional committees responsible for the review of all research involving human 
subjects at their institutions (IRB chairs), 

2. chairs of institutional committees that specifically review the use of radioactive materials and 
radiation at their institutions (radiation safety committee or radioactive drug research committee 
chairs), 

3. radiation researchers, and 

4. heads of professional societies whose membership employs radiation or radioactive materials in 
their professional activities (e.g., nuclear medicine, radiological, and health physics societies). 

This selection of individuals was initially based on the institutions included in the Advisory 
Committee's Research Proposal Review Project (see chapter 15 of the Advisory Committee's final report), 
and was enhanced by suggestions from members of the committee. The selection was meant to represent 
large research centers and professional groups intimately involved in protection of research subjects and 
radiation safety policies, but it was by no means an exhaustive or highly varied sample. It was intended 
to help us arrive at a general sense of the important issues from those involved with them on a daily basis. 

We asked respondents for their thoughts on the adequacy of the current oversight system and the 
institutional review board (IRB) process, especially with respect to research involving radiation. The 
following issues were of particular interest to the Advisory Committee: 

• aspects of the current system for the protection of the rights and interests of research subjects 
believed to be working well; 

• aspects of the current system believed to be in need of change; 

• the level of risk in research involving radiation, and the communication of this risk to prospective 
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research subjects; 

• subject selection, generally; 

• radiation research, generally; and 

• recommendations, if any, for changing current practices and requirements in order to improve 

them. 

A representative sample of our request letters are reprinted in exhibit A at the end of this chapter. 

We received thoughtful responses that helped inform our development of recommendations 
concerning changes to current policies for the protection of human subjects. In this chapter we have 
reproduced in their entirety 25 of the letters that the Advisory Committee received in response to this 
inquiry. (See table 1 for a list of the respondents and their affiliations; see exhibit B for the reprinted 
letters.) In addition, a number of individuals responded by sending us copies of documents that have 
been published elsewhere; we have included the citations for these documents (see table 2). We received 
written permission from the authors to reprint the correspondence included in this chapter. As of the date 
of this publication we had not received responses to our requests for permission to publish from the other 
respondents. However, these additional responses remain a part of the Committee's public record stored 
at the National Archives. 
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Table 1—Authors of Letters Reprinted in Exhibit B 


Chapter 6 
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_ Table 2—Publications Provided to the Advisory Committee _ 

Report of the Ad Hoc (Harvard) University Committee to Review Aspects of Human Subjects 
Research, January 1995. 

Beth Israel Hospital, "A Historical Review of Radioisotope Use at Beth Israel Hospital," May 1994. 

Frank P. Castronovo, Jr., "An Attempt to Standardize the Radiodiagnostic Risk Statement in an 
Institutional Review Board Consent Form," Investigative Radiology 28 (1993): 533-538. 

Ken Mossman, "The Human Radiation Experiments: The Real Issues," Health Physics 68 (1995): 
757-760. 
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EXHIBIT A 

Sample Advisory Committee Request Letters 
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Letters Received in Response to the 
Advisory Committee’s Request 


795 



° « 

512 

© ” 

9u2S 

w 2«w 

w 


o ^ 

II 
3? 
2s: 
a e 
S E 


S — O 


I §55 

^ t; . x 
to O Cu < 

CM CD ►- IX. 


o 8 
= < 
02 



©• 

CM 

>* 

34 

si 

>4 

42 


o 

o 

n 

o 

co 

o 

o 

"D 

0 


“O 

t_ 

o 

> 

w 

D 

X 


o 
o 
\o 
c 

<n» o 

B 43 43 
3 C-H 
SOS 

C *H < 

Ofa v 

O * 4 

o as < 

ox* 

4JH2 
4J 4 
•H fi *» 
BOWI 
S-H o 
04)0 
UCk 
•*4 43 
><*o W i 
. >4 S3 

- OKS: 

34 W 

42 *H *H t£> « 

43 «J > CM 

sjs'O r* 

« o < h : 


JC 

CU 


c 

o 

•o 

<0 

(4 


« 


(4 

a 


tP'O 

B B 

•H 40 

u 

*H O 
3 -P 
tr-c 
b tn 

•H *H 

u 

u 

O %4 

5 ° 

© fi 
•H 0 
•H 
• 34 43 
3 O 
o o 

*•8 
•d 34 
o a 

M 34 
0 0 
O Vl 

o 

P B 
O 
a 4J 
> © 

10 

42 o - 

a 

H*3*3 
B 0 
«* © © 
a 34**^ 
o 3« 42 
ESS 
HOB) 

o 

X0£ 

£ o 

043 34 

a © 

-4 fi O 

fi o a 
o o 
o a 34 
» 

45 © <M 

O'** O 


'W 40 

o 4 : 

1-4 

43 O O 
34 *H 

o a*o fi 

a4> 34 a 

© o © • 

K 0 > 43 
_ a34 © 

o a © 34 

x:<x © 

43 CP 

_ S *4 34 

s © o © 

•h *h a 

_ >43 

*d o a • 
o « o a 
o > s 
a o o 

O 43 34 43 
34 a © 
a© 45 • 
X 0 043 0 
04J.fi 0 
43 43 0**4 
4J*H > VI 
IS BO 044 
© B 43 *H O 

42 O *H 

OTJ O 34 
O O 42 S 
34 >,43 O 
© 43 43 H >1 
•H «H 

34 O B O 

© U 42 *43 

43 o s in 

43 > a at 43 

©*H CTv 34 
E C45 r4 O 

so a 
a 34 >1 o 
34 34 

43*0 O IS 
43 34 a 3 0 

_ «5 O C £5 

c > d © 43 

■H 34 h> 

a a vi 
a 55 43 c o 
5 — O -H 
O 0 >1 


>t4J 

42 

43 

a a 
& 43 o 

C O 34 
•HO© 
43 ft 43 

C 42 fi 

© 3*H 

a a 
© «w 
34 45 o 
ao 
34 © 
C <0 42 
o © 
a >, 
a © © 

H 34 E 

© 

•HC4J 
© © 
© E42 
43 3 43 
©42 


•O © 34 

o-Hh 
43 43 
0 C - 
©00 
43 43 > 

43 o o 
© cue 
o 

© O 34 

> 4» 4J 

© a 
43 a © 

X o 

h a 

*r4 • 

- E CU 

c 

O O X ♦ 
*r4-H C O 
43 43 © © 
-H a 34 43 
•d o tn 43 
*d C 


0 a 

> 042 43 0 

© O'© E 

34 >»4> 

. K 3*H O 

© 3 E 

X E a 

>1 W IS 

C*H O' 0 

H © 

x n uk 

h *o « 0 

O B 

< c © 

0 © 

43 0 

© > 43 

•HH u 

43 

© E-H C 

©r-l 3 

a c 

42 3 C © 

© O O 

0 *H 

43 as & a 

34 O >1 


34 

3 

O 

>1 


© 

g 

>« 

-fi 

a 

H 


& 


O' 

c 


43 

O 


3 

O 

>1 

4*J * 
c a 
© 34 
42 O 
84 > 
© 
© 
•d 
B 
© 



o 

c 

© 


796 


SJA/ss 




-COO 

o k re 

C k nj . 4-> 

onpvvi c 

ffl U 1/1 M O 
*J M nHU O U 
rt O WK L 
E k C *0 ffl 
C O e*o VI 
O C O « re rt 

4- w E © 

C E O 3 fflr- 

— 3-M3C > CL 

J= O 

ai js o jd « 
E4- v>3= re C 

O O — 4-J o 

ci * o — 

Ol 4-.C 4* 

r co o** rt 

4^1* Cl E 

— r-r- C 4* k 
J-a nl rt fl O 




orc*^to*<- 
>i oirecn „ 
ci —3=U7 k 
ffls Eo © 
•O C 4JJS 

— 0 3 © O 43 
> — Ofr- O 
O +J>-4J(/) 

k s -3= 

CL4-» -■*-» 43 

— • >, © — 
C£ * 
r* H 04J 0 

— C — re © 3 

X — 4-j c 4J a 

«J k4J >i 

ci v> — aj■— 
-r-r-OJ3 E 
£= -c n»< E-O 
*>4J L O «r» 
♦» CJ > 

>1 tjioi k O 
r~ C C © >, k 
J3 k CL 
3T3>00 
4- Lr-C M C 
© re o — re 
n.o>> • :> ci 
o cj c k-o e 
ac k**-o«c*-< £ 




8 


•o 

re o 
oso 


as 

Cl CJ • 
01+J2 • 
E 4 J U 
r-*2 * • 

e pod 
x E © 

o 0 * 
CJ cj u c 

Cl *> o 
— >,w 43 
C k Ol 

ooze 

□ Cl 1 - 
f«jr 
• > CM V> 

Mias re 


E > 
o c 

Lf 


tn o 

Ol — 
C»4J 

re 
*j 
jc c 

U CJ 

k E 


k re 
o e 

■M 3 
•PJC 


O Cl CJ 
4-J QJ k 

k a 
Oi ci 
C k o 
t® a 
■0*0 X 
cr re cj 
o u. 
a. c 
Cl £ o 

k 34> 

e Qs: re 

re • *a 
k re 

IMS k 


Cl 4 

CJ J-J 

U >1 • k l 
CD 0 O f 
QJ QJ 4- C 

— "O 4-* o 

O QJ 4 -» Cl — 
CO 3: 4-» 

qj E o re 

r— — E O — 
rt > O 0*0 
a qj c_j 4 -j re 

— k ^ o k 

■a >ik,_ 

QJ O k 0 . 4 - 

x — o o 

VI Cl 

kv»-r JO 

O 4J > GJ VJ 

4- O TJ — 3 
CJ< > • 

w*n cj cj 

re -O .e k 4- 
ci 3 o re 
c v> k © vi 

•X C CJ 4 -J QJ 

W n> C 14 JD 

<C E 0*5 4 -J 
O COO 

enreo 
>»c E ^ * 

4-> •*“ 3 >> CJ 
•r >I*Jf 
t/lf- O > 
k O U14- . 
© > > re c 
> c cw-^ 


-- 2 E 

J4J O 

- re 4- - 

= E« 

• o«2 © — 

■ C W*j 

*r- e re 


P u i 

O CJC 


*0 4- QJ 
«C O k 


k*r- CL 

QJ *0 X 
JC k CJ 

k o 
o at e 

rr^J 
o 4 -j re 
k — 


CJ 4-* 

© * re 
-c o 

4 J Cl — 

re c 
*o a 
c e g 
re o E 
> o 

4> — O ' 

c a» 


O 43 

k re 
a. a. 


isz 

4-J O 


Cl O 

qj re • 
k cj k 

3 3= k O 

VI O 3 >» 

O 3 d^- VI 
aw Op-r- 
x a. re qj 
© © X 3 > 
k © VI © 
k 3 3 r— 

© *0 C 

3t « O © © 

O O *r~ k k 

r- O 4-j re 3 

k re ci 
O! CL*-* VI O 
C *0 © a. 
— O * k x 
- >— k 3 © 
vi 

C © O.T3 © — 

> re c o, re 

) C k 3 X C 

■J — cn o © © 


4> c 

c re 
« E 


o re 

—<E 

*o c 


. O CL. 

I o= 

i OU 


4-> Cl *Q 
♦J**- 3 i 


— O 


3 D 4 J O © 
O 3 — 4 -J 
© U 4 -J 4 -» 4 J 

x: «— re — 
4> ©4»— g 
ci vi *o E 
4J © c re o 
< kf-ee o 


k cj 

--- w © — 

-4J 0 4J4J 


— C © — * © 


0 . 4 - © CL 
033 

© © 
3 = V! O 3 = 


VI— 014-43 

©*oj£ o re 
k re o o. 

3 k re VI 3 
■o 33 f— O 
© c © a 

O O r— > o 

ogre© 

k E kr— 4 - 

ao so 

O 43 k 

- re © 43 
© re c£ x 
— o> © 
cl o re — 43 • 
E 4 -> DCM 

re k o © 
x*o or o w 
a © 43 o 

k >i*p- ©*o 
k re re )r 

O CL k 43 © 
U. E I VI •— 
OX © CD 

y k—■ 
4» 3 VI 
J © © Cl *0*0 VI 
1 43 33 © © © — 

j re -c o o *= 
Lr— >»o o re 
core kr— _ 
j k E re a. 0 . 0 . 


e° 

vi 

© — 


*Or 

l 

© : 


<k 

o : 


k o 

' c E 
© 
re k 


k re vi 
O O 4Jp-X 
ci u- k re ci k 
•— o o— o 
re vi a.— k 4- 
© E*0 

» 3 — Or— k 
•Or— E*- © 
u re ci re u 

k > -*- 3= k C 

.re 43 © re 

© 0143— > U 
QC *0 43*0 VI o 

— re © re 
»— >r 4J © 
re 043 rer- a 
o k — C 
*-» a© u © © 
> o x*o 

-© VI — 

6 0*r* W Cl O 

o-c— re re c 
•*»:* © — 
03 A Cl—» 

3C • r— 

C vi o re 

*— VI —43 E 

© » k © k 
*=— VI o 

O k © k • c 
*— o k © re • 

4* cn 3 3= — t 
VI © ci 43 M VI 
©43 O O © 43 

43 re a. xz a 

O CJ X k 43 © 
k © O Cl 4- 
Q.3£ 4- © 4- 


i.’sg 

i uo 


r— © VI 


re4- 

0.0 


Cl c c © 
r— — o © re 
re k — a — 

O 41 — r re 
4. © re re >i*r- 

OlE-r > k 41 

o o *o a e 

ci w © g> g 
- 3 0 * 

Jj ok > w ao 

re^j o O'—» r— 

P:*r» k k Q. 

> jc a. o © e 
• o vi k 3= re 
cj k — o re 4-» x 
to O. k 43 u O © 



Finally, the paper by T. R. Hendix, "Human Investigation and 
Informed Consent," American Journal of Roentgenology 
140:600-601, March, 1983, gives some model statements. 
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tairman, Laboratory Radiation Safety Committee 
ix Chase Cancer Center 
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Advene event reports take up a great deal of our time at Penn. Yet the monitoring of these 
events is close to worthless since we rarely have enough information about exactly what 
was going on to make a determination of whether an adverse event is troublesome or nor. 
Some other mechanism needs to be found for handling this problem. 
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If I choose not to participate in this study, my care will not be affected. I understand that 
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I have baan informed of tha discomforts and risks which I may reasonably expact as pan of the sit 
Complications duo to radiation therapy may Include: Hair loss, reddening and tanning of tha akin, but might i 
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I understand that records of my progress while on the etudy will be kept in a confidential (arm at this 
institution and also in a computer file at the headquarters cf the Radiation Therapy Oncology Group (RTOG). 
The confidentiality of the central computer record Is carefully guarded. During their required reviews, 
representatives of the Food and Drug Administration (F DA), tht National Cancer Institute (NCI), qualified 
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commitment to provide the essential information in nan-technical language for the lay 
person, and in the tongue of the potential subject Even today, we see repeated failures to 
accommodate the level of scientific understanding of the potential research subject 
Many of the “informed consent” forms are poorly prepared, and even though following 
the letter of the law, are oil but unintelligible to the subject for whom they were prepared. ■ 
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and reviews on top of that structure, is a course of action to be resisted. The story ot tne last decade IRBs are concerned primarily with consents and the way they are worded. Hence, a challenge to 

or two has been to increase the level and nature of reviews and controls on ciinical research. As a one's work from an (RB, because the underlying rationale is weak or because the design is judged to 

result, such research has become costly to carry out. both in dollars and in time required. The be inadequate, is likely to be seen as idle meddling. The hand of IRBs should be strengthened by 

perceived inefficiency has itself been the subject of hearings and enquiry, most recently in regard to making It clear to ail concerned that they are obliged to reject research having faulty rationale or 

the AIDS research effort and in the treatment and prevention of breast cancer. The clinical researcher 
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clinical trials. I have served on various IRBs and currently chair the IRB of the School of 

Hygiene and Public Health of The Johns Hopkins University. I am not a radiation expert Whenever 1 tell students this story, in a course I teach on trials. I see smiles of 

nor do I have any experience in radiation studies, hence, I am not in a position to offer bemusement at the apparent stupidity of Pari, until, that is, I remind them that others will 

opinions as to the legitimacy of the radiation research in question, or on the adequacy of stand where I stand years hence telling similarly "amusing" stories about smt treatments, 

the consent processes underlying those efforts. I wish, instead, to address some of the The point of the story is that norms for what is ill-advised change with time, and had Paid 
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beneficence, justice, and respect for penons. and especially without the analogy to an environmental impact assessment as to the effect 

of new requirements on the research enterprise. As a ease in point, the "valid analysis 
requirement" contained in the NIH Revitalization Act of 1993, taken at its face value, is 
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ling should extend to all personnel preparing to engage in research on human 
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Mr Chairman, I would be pleased to have the full text of my remarks entered into the 
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The national groups which conduct studies involving radiation in humans 
maintain their own strict review of compliance. Site visits are carried out regularly 
in which one of the major questions is - Is there a properly worded and signed 
consent form present in the records to document compliance with human subjects 
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There are undoubtedl/ improvements that can -lade with any of the current approaches to this 
Issue. One item that would be particularly valuaole would be the creation of some type of Index. 
A measure of how effective a human research review process is. The desirable elements of such 
an index would be: 
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Bibliography of the Nontherapeutic 
Studies Examined in Detail by the 
Advisory Committee 


As described in chapter 7 of the Advisory Committee's final report, we identified 81 radiation 
experiments involving children through a review of medical literature and AEC documents from the 
period 1944 through 1974. Because we decided to focus on nontherapeutic research involving children, 
only 37 of the identified experiments could potentially qualify for our detailed risk analyses. However, 
only 21 of these 37 experiments were conducted or supported by the federal government. The following 
is a bibliography of articles which describe the 21 experiments for which the Advisory Committee carried 
out risk analyses. 
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Martmer, E.E., et al. " A study of the uptake of iodine (Iodine-131) by the thyroid of premature 
infants." Pediatrics 17(1956): 503-508. 


839 




Supplemental Volume 1 


Middlesworth, L.V. "Radioactive iodine uptake of normal newborn infants." American Medical 
Association Journal of Diseases of Children 88(1954): 439. 

Morrison, R.T., et al. "Radioiodine uptake studies in newborn infants." Journal of Nuclear 

Medicine 4(1963): 162-166. 

Ogbom, R.E., R.E. Waggener, and E. VanHove. "Radioactive-iodine concentration in thyroid 
glands of newborn infants." Pediatrics 25(1960): 771. 

Oliner, L., et al. "Thyroid Function Studies in Children: Normal Values for Thyroidal 1-131 
Uptake and PBI-131 Levels Up to the Age of 18." Journal of Clinical Endocrinology and Metabolism 
17(1957): 61. 

Quimby, E.H. and D.I. McCune. "Uptake of radioactive iodine by the normal and disordered 
thyroid gland in children." Radiology 49(1947): 201. 

Reilly, W.A. and D.I. Bayer. "Carrier-Ifee radioactive iodine-131 thyroid uptake and urinary 
excretion in normal and hypothyroid children." Journal of Clinical Endocrinology 10(1950): 811. 

Saxena, K.M. and C.V. Pryles. "Thyroid Function in Mongolism," Journal of Pediatrics 
67(1965): 363-370. 

Saxena, K.M., E.M. Chapman, and C.V. Pryles. "Minimal Dosage of Iodide Required to Suppress 
Uptake of Iodine-131 by Normal Thyroid." Science 138(1962): 430-431. 

Scott, H.W., S.R. Elliot, and R.C. Clay. "Blood volume in congenital cyanotic heart disease: 
simultaneous measurements with evans blue and radioactive phosphorus." Bulletin of the Johns Hopkins 
Hospital 89(1951): 121-132. 

Sharpe, L.M., et al. "The Effect of Phytates and Other Food Factors on Iron Absorption." 

Journal of Nutrition 41(1950): 433-446. 

Silverman, S.H. and L. Wilkins. "Radioiodine uptake in the study of different types of 
hypothyroidism in childhood." 

Van Dilla, M.A. and M.J. Fulwyler. "Thyroid metabolism in children and adults using very small 
(nanocurie) doses of Iodine-125 and Iodine-131." Health Physics 9(1963): 1325-31. 


840 



